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Sirviendo  a los  Socios  de  la  Cruz  Azul 


• 3,018  médicos  • 665  laboratorios 

• 680  dentistas  • 570  farmacias 

• 184  hospitales  privados  y públicos 


Un  emblema 
que  es  una 
garantía... 

En  todo  lugar  de  Puerto 
Rico  encontrarás  este 
emblema. 

Farmacias,  hospitales, 
médicos,  laboratorios, 
y dentistas  lo  exhiben 
con  orgullo. 

Ellos  constituyen  la 
mejor  garantía  de  que 
recibirás  los  servicios 
que  adquiriste  en 
tu  contrato  con  la 
Cruz  Azul. 

Cuando  necesites 
servicios  de  salud,  acude 
inmediatamente  con  tu 
tarjeta  Cruz  Azul  a un 
proveedor  de  servicios 
que  exhiba  el  emblema 
“Bienvenidos,  Socios 
Cruz  Azul’’. 

Además  de  economizar 
dinero  y tiempo, 
encontrarás  en  ellos 
una  mano  amiga  y un 
servicio  esmerado. 

Para  tu  mejor 
conveniencia,  sigue  este 
consejo  de  la  Cruz  Azul 
a toda  su  matrícula. 

LA  CRUZ  AZUL 
DE  PUERTO  RICO 
Gente  Sirviendo 
a su  Gente 
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Columna  del  Editor 


En  este  número  del  Boletín  se  debe  destacar  la  publicación 
del  seminario  de  Infectología,  compuesto  por  cuatro 
artículos  de  esa  especialidad,  la  cual  se  encuentra  en  pleno 
desarrollo  en  nuestro  país.  El  enfoque  de  estos  trabajos  es 
práctico  y los  temas  son  de  actualidad  médica.  Felicitamos  al 
Dr.  Carlos  Ramírez-Ronda,  Director  del  Programa  de 
Enfermedades  Infeccionsas  del  Hospital  de  Veteranos 
por  la  gran  labor  realizada  al  igual  que  el  resto  de 
jóvenes  investigadores  puertorriqueños  que  con  el  trabajan. 

En  la  sección  de  Artículos  Especiales  aconsejamos  leer  y 
analizar  con  la  mayor  objetividad  posible  el  artículo  del  Dr. 
Heriberto  Pagán  sobre  la  estructuración  futura  del  Centro 
Médico  de  Puerto  Rico.  Al  hacerlo  deben  tener  siempre  en 
mente  que  se  trata  del  complejo  médico-hospitalario  más 
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grande  de  toda  Centro  América  y el  Caribe.  Es  además  pieza 
de  vital  importancia  en  la  lucha  para  mantener  la  buena  salud 
del  pueblo  puertorriqueño  y el  centro  de  mayor  importancia 
para  la  enseñanza  de  la  Medicina  en  Puerto  Rico.  El  Dr. 
Pagán-Saez  que  ha  vivido  los  logros  y dificultades  del  Centro 
Médico  de  Puerto  Rico  desde  la  inauguración  nos  ofrece  sus 
alternativas  para  lograr  el  buen  funcionamiento  de  dicho 
centro.  En  mi  opinión  personal  el  futuro  del  Centro  Médico 
de  Puerto  Rico  va  a la  par  con  el  futuro  de  la  medicina  en  el 
país. 

También  nos  llama  a la  reflexión  el  artículo  del  Dr.  José 
M.  Torres  Gonzáles  sobre  el  futuro  de  la  Cardiología  en 
Puerto  Rico.  Coincido  enteramente  con  relación  a las  metas 
futuras  de  la  Cardiología,  sobre  todo  en  el  aspecto  de  la 
prevención.  Ya  hemos  enfatizado  anteriormente  la  importan- 
cia de  la  prevención  de  la  enfermedad  cardíaca  y el  hecho 
innegable  de  que  la  misma  debe  comenzaren  la  edad  pediá- 
trica. Debemos  dejar  sentadas  las  pautas  de  como  debe  ser  la 
práctica  ideal  de  la  Cardiología  en  el  futuro.  Que  las  genera- 
ciones venideras  de  cardiólogos  las  modifiquen  o adapten 
de  acuerdo  a las  necesidades  de  la  época,  pero  que  siem- 
pre estén  basadas  en  el  mayor  sentidode  profesionalismo  y en 
unos  sólidos  principios  morales  y cristianos.  Donde  se  enfa- 
tize  la  convivencia  sobre  la  competencia  y se  le  de  prioridad  a 
la  excelencia  sobre  la  excedencia  en  los  programas  de  adies- 
tramiento en  Cardiología.  Así  se  logrará  desanimar  a los 
futuros  “intrusos”  que  con  motivaciones  y propósitos  dife- 
rentes atenten  invadir  lo  que  para  nosotros  es  recinto 
sagrado;  la  Cardiología. 


Rafael  Villavicencio,  M.D.,  F.A.C.C. 

Presidente  Junta  Editora 
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NUESTRA  PORTADA: 

Casa  de  Campo,  pastel  sobre  papel,  obra  de  Carollo. 

El  joven  pintor  y escultor  puertorriqueño  nació  en  San  Juan  el  3 de 
mayo  de  1961.  Cursó  estudios  secundarios  en  el  Colegio  San  Ignacio  de 
Loyola.  Actualmente  estudia  en  la  Escuela  para  las  Artes  de  la  Universidad 
de  Boston,  de  donde  habrá  de  graduarse  en  mayo  de  1984.  El  artista  viaja 
entre  Boston,  la  ciudad  de  Nueva  York,  Washington  DC,  Miami  y San 
Juan,  con  el  propósito  de  conocer  su  gente,  cultura,  arte  y arquitectura,  así 
como  para  mantenerse  al  tanto  de  la  “Nueva  Era”. 

Carollo  manifiesta  su  sentir  en  la  expresión  plástica  por  medio  del 
carbón,  pastel,  óleo,  acrílico,  témpera  de  huevo,  barro,  piedra  y madera. 
Sus  móviles  incluyen  toda  la  gama  de  la  naturaleza,  utilizandoformaciones 
animales,  vegetales  y minerales,  además  de  objetos  preciosos. 

Varias  de  sus  obras  se  encuentran  en  colecciones  privadas  en  San  Luis, 
Boston,  Miami,  Washington,  DC  y San  Juan. 

La  obra  que  aparece  reproducida  en  nuestra  portada  se  encuentra 
actualmente  expuesta  en  el  Taller  Galería  André  en  el  Condominio  El 
Centro  en  Hato  Rey,  y su  reproducción  ha  sido  posible  gracias  a la  gentileza 
del  autor  y del  Taller-Galería  André. 


Enfermedades 
Infecciosas: 
Especialidad  de 
Siempre 

En  el  presente  número  del  Boletín  de  la  Asociación 
Médica  de  Puerto  Rico  se  presentan  cuatro  artículos  en 
el  campo  de  las  enfermedades  infecciosas.  Este  es  un  reflejo 
del  nuevo  renacer  de  la  especialidad  de  siempre.  Como 
campo  médico  tiene  raíces  en  la  medicina  primitiva,  fue 
fundamento  de  la  medicina  moderna  y en  la  actualidad  es  una 
subespecialidad  activa,  dinámica  y en  demanda  cada  día. 

En  un  principio  la  especialidad  no  era  especialidad  ya  que 
era  el  campo  de  todos.  Los  grandes  problemas  médicos 
estaban  matizados  por  problemas  infecciosos.  Las  grandes 
epidemias  fueron  lentamente  conquistadas.  Los  problemas 
infecciosos  con  la  era  antimicrobiana  empezaron  a ser  con- 
quistados, las  enfermedades  virales  epidémicas  se  controla- 
ron con  programas  de  inmunización,  la  viruela  ha  desapa- 
recido, vacunamos  con  efectividad  en  contra  de  sarampión, 
polio,  paperas,  y muchas  más.  La  difteria  y los  tétanos  son 
problemas  poco  frecuentes.  La  era  antimicrobiana  proveyó  a 
laclase  médica  con  recursos  para  el  tratamiento  de  infecciones. 
Todos  los  médicos  utilizaron  antibióticos  y su  uso  fue  efec- 
tivo. La  especialidad  que  ayudó  a resolver  grandes  problemas 
de  la  humanidad,  como  fueron  infecciones,  epidemias  y para- 
sitismo, con  la  efectividad  de  lo  descubierto  pasó  a sobrevivir 
en  los  centros  universitarios,  institutos  de  investigación  y 
muchas  veces  disfrazados  bajo  el  manto  de  ciencias  básicas 
como  microbiología,  parasitología  y farmacología. 

Con  el  comienzo  de  la  década  de  los  60,  renace  la  especia- 
lidad de  siempre,  se  desliga  de  las  otras  especialidades,  estaba 
tan  integrada  a el  campo  médico  que  no  se  concebía  como 
algo  aparte.  Uno  de  los  factores  que  hace  renacer  la  especiali- 
dad, y establecerla  como  un  ente  aparte  es  el  surgimiento  en 
los  años  60  de  los  problemas  de  enfermedades  nosocomiales, 
infecciones  hospitalarias  donde  el  agente  etiológico  es  fre- 
cuentemente un  microorganismo  altamente  resistente.  El 
abuso  de  los  patrones  prescriptivos  de  los  antibióticos  hace 
que  renazca  el  área.  Se  proliferan  los  antibióticos,  hay  nuevos 
antibióticos,  hay  nuevas  indicaciones  y se  requiere  un  médico 
especialmente  entrenado  para  poder  mejor  prescribir  estos 


agentes.  El  desarrollo  tecnológico  nos  ha  llevado  a nuevas 
modalidades  diagnósticas  para  las  cuales  se  requiere  entrena- 
miento especial. 

El  subespecialista  en  Enfermedades  Infecciosas  en  el  pre- 
sente es  un  médico  internista  o pediatra  el  cual  ha  recibido 
entrenamiento  especial  en  adición  a su  especialidad  por  dos 
años  adicionales.  Durante  esos  dos  años  se  entrena  en  micro- 
biología básica,  el  diagnóstico  microbiológico,  virológico  y 
parasitológico.  El  especialista  adquiere  las  destrezas  especia- 
les para  el  uso  de  agentes  quimioterapeúticos  para  tratar 
infecciones  bacterianas,  virales,  parasitarias  y por  otros 
microorganismos.  Es  el  Infectólogo  un  experto  en  uso  de 
antibióticos.  En  el  hospital  es  consultor  de  otros  médicos, 
participa  en  control  de  infecciones  nosocomiales  y provee 
consejo  sobre  mejor  uso  de  antibióticos  y se  preocupan  por 
mantener  el  costo  de  antibioterapia  lo  más  bajo  posible,  entre 
otras  responsabilidades.  Tiene  el  infectólogo  dentro  del  hos- 
pital una  función  de  cuido  médico  y de  educación  continua  a 
sus  colegas. 

En  Puerto  Rico  existe  un  programa  de  entrenamiento  en 
Enfermedades  Infecciosas  desde  1975,  hemos  entrenado  once 
médicos  en  PuertoRico  que  prestan  sus  servicios  en  varios 
puntos  de  Puerto  Rico  incluyendo  Bayamón,  Humacao, 
Ponce,  Mayagüez  y San  Juan.  La  especialidad  de  siempre,  es 
considerada  nueva,  extraña,  más  su  función,  vitalidad  y nece- 
sidad es  cada  día  más  importante.  Bajo  condiciones  ideales 
cada  hospital  u lugar  de  cuidado  médico  continuado  debe 
tener  un  infectólogo  en  la  facultad. 

El  proceso  de  maduración  que  comenzó  en  los  años  60 
llegó  a su  punto  en  1974  cuando  se  administró  el  primer 
exámen  en  la  subespecialidad.  La  subespecialidad  de  Enfer- 
medades Infecciosas  tiene  su  “Board”.  En  Puerto  Rico 
hemos  crecido  y seguiremos  creciendo  en  esta  área.  Los  médi- 
cos subespecialistas  están  agregados  bajo  la  Sección  de  Infec- 
tología  de  la  Asociación  Médica  de  Puerto  Rico  y/o  la 
Sociedad  de  Enfermedades  Infecciosas  de  Puerto  Rico.  La 
subespecialidad  está  activa,  cumpliendo  sus  funciones  de  ser- 
vicio y educación,  prueba  de  ello  son  los  artículos  en  el 
presente  número.  ^ 


Carlos  H.  Ramírez-Ronda,  M.D. 

Director,  Programa  Enfermedades  Infecciosas 
Hospital  de  Veteranos  y 
Escuela  de  Medicina  de  la  UPR 
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Resumen  Clínico 

Hombre  de  40  años  homosexual, con  sarcoma  de  Kaposi 
que  desarrolló  un  cuadro  febril  intermitente  por  los 
últimos  3 meses,  acompañado  de  tos  no-productiva  y diarrea. 


A la  hospitalización  presentó  dificultad  respiratoria  pro- 
gresiva y falleció  un  mes  más  tarde. 

La  autopsia  demostró  un  proceso  neumónico  difuso  bila- 
teral. Microcópicamente  las  tinciones  con  Gomori  demostra- 
ron el  organismo  ilustrado  en  la  figura  2. 


Fig.  1.  Sección  histológica  de  pulmón,  teñida  con  hematoxilina  mostrando  los  espacios  alveolares 
distendidos  con  una  secreción  espumosa,  reticular.  Note  ausencia  de  células  inflamatorias. 


Fig.  2.  Sección  de  pulmón  teñida  con  tinte  de  Gomori.  Note  que  no  hay  gemación. 


/Cuál  es  este  organismo? 

c)  Aspergillus  fumigatus 

a)  Cryptococus  neoformans  d)  Histoplasma  capsulatum 

b)  Pneumocystis  carinii  e)  Candida  tropicalis 
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Pneumocystis  carinii 

Pneumocystis  carinii  es  un  pequeño  protozoario  extrace- 
lular cuyo  ciclo  de  vida  se  desconoce,  que  produce  un  cuadro 
neumónico  fatal  en  el  85%  de  los  casos  no  tratados.  Está 
clasificado  como  un  organismo  oportunista  y hasta  1981, 
cuando  empezaron  a reportarse  los  casos  de  “AIDS”  o sín- 
drome de  inmuno  deficiencia  adquirida,  las  infecciones  por 
pneumocystis  carinii  en  la  población  general  eran  raras. 

En  los  últimos  15  aos,  quizás  concurrente  con  el  uso 
generalizado  de  agentes  quimioterapéuticos,  ha  aumentado 
la  incidencia  de  infección  con  pneumocystis  carinii  particu- 
larmente en  pacientes  con  tumores  malignos,  leucemias,  lin- 
fomas  y en  pacientes  con  órganos  transplantados  recibiendo 
terapia  inmunosupresiva. 

Vemos  también  infecciones  por  este  organismo  en  pacien- 
tes con  enfermedades  de  deficiencia  primaria  del  sistema 
inmune  tales  como  la  llamada  inmunodeficiencia  severa  com- 
binada y en  recién  nacidos  prematuros  e infantes  debilitados. 

Es  aparente  la  asociación  de  infección  por  pneumocystis 
carinii  y alteraciones  del  sistema  inmunológico  lo  que  ha 
planteado  la  posibilidad  de  que  este  organismo  esté  alojado 
normalmente  en  los  pulmones  y un  sistema  inmunológico 
competente  impide  que  se  manifieste  clínicamente. 

La  asociación  de  infección  causada  por  pneumocystis 
carinii  y el  síndrome  de  inmuno  deficiencia  adquirida  ha 
despertado  gran  interés  en  este  organismo,  particularmente 
los  mecanismos  de  cómo  identificarlo. 

El  pneumocystis  carinii  se  presenta  como  pequeñas  esfe- 
ras y quistes  a veces  en  forma  de  media  luna  que  miden  5 
milimicras  en  diámetro  y contienen  8 esporozoitos  de  I a 2 
milimicras.  Se  identifican  también  otras  estructuras  de  2 mili- 
mieras  fuera  de  los  quistes  llamados  trofozoitos. 

El  organismo  es  eukariotico  y su  citoplasma  posee  retí- 
culo endoplásmico  rugoso  y mitocondrias.  Es  sensitivo  a las 
drogas  antiprotozoarias  pero  tiene  características  tintoriales 
comunes  con  los  hongos  pues  tiñe  con  PAS  (Periodic  Acid 
Schiffs)  y con  sales  de  plata  (Gomori).  El  organismo  se 
propaga  in-vitro  utilizando  células  epiteliales  del  pulmón  de 
embrión  de  pollo. 

La  neumonía  causada  por  pneumocystis  carinii  presenta 
peculiaridades  histológicas  que  ayudan  al  patólogo  a sospe- 
char este  diagnóstico. 

En  las  secciones  teñidas  con  hematoxilina  y eosina  los 
espacios  alveolares  de  los  pulmones  aparecen  distendidos  y 
llenos  de  un  material  espumoso,  rosado,  reticular,  que  tiene 
aspecto  de  panal  de  abeja  (Fig.  1).  Esta  secreción  muestra 
ausencia  de  células  inflamatorias  las  cuales  están  siempre 
presentes  en  las  neumonías  de  origen  bacteriano. 

Las  tinciones  con  sales  de  plata  demuestran  que  las  secre- 
ciones intra-alveolares  contienen  múltiples  organismos  que 
aparecen  como  esferas  o pequeños  quistes  negro- marrón  que 
miden  de  6 a 8 milimicras  (Fig.  2). 

El  histoplasma  capsulation  y especies  de  Candida  se  pue- 
den confundir  con  pneumocystis  carinii  en  secciones  histoló- 
gicas teñidas  con  plata  pero  el  pneumocystis  carinii  no 
presenta  gemación. 

Aunque  hay  informes  en  la  literatura  de  la  identificación 
de  pneumocystis  carinii  en  esputo,  aspirados  traqueales,  lava- 
dos de  la  faringe  y lavados  bronquiales  la  forma  más  segura  es 
obteniendo  una  muestra  de  tejido  pulmonar  con  una  biopsia 
de  aguja  transbronquial  o una  biopsia  abierta  pulmonar. 


También  es  posible  obtener  material  suficiente  para  identifi- 
cación con  lavados  bronquio-pulmonares  y biopsias  endo- 
bronquiales  con  un  cepillo  o instrumento  que  arrastre  las 
células. 

La  neumonía  causada  por  Pneumocystis  carinii  está 
caracterizada  clínicamente  por  fiebre,  tos  no  productiva,  dis- 
nea que  progresa  o fallo  respiratorio  con  cianosis  y alcalosis 
respiratoria.  La  radiografía  de  tórax  demuestra  un  infiltrado 
difuso,  bilateral  reticular.  El  tratamiento  consiste  en  la  admi- 
nistración de  pentamidine  isothionate  y de  trimethoprim 
sulfamethoxozale. 
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AVISO 

HOSPITAL  PEDIATRICO  UNIVERSITARIO 

La  Junta  de  Directores  del  Hospital  Pediátrico  Universitario  (HPU)  se  complace  en 
informar  que  está  organizando  una  serie  de  actividades  científicas,  educativas,  cultu- 
rales y sociales  con  motivo  de  la  celebración  de  su  primer  aniversario. 

El  HPU,  localizado  en  los  terrenos  del  Centro  Médico  de  Puerto  Rico  es  operado  y 
administrado  por  el  Hospital  Pediátrico  Universitario  Inc.,  corporación  sin  fines  de 
lucro,  y adscrito  al  Recinto  de  Ciencias  Médicas  de  la  Universidad  de  Puerto  Rico. 

El  HPU  está  dedicado  al  cuidado  médico  de  los  niños  y es  el  principal  taller  de 
enseñanza  en  las  disciplinas  relacionadas  con  la  Pediatría  en  Puerto  Rico. 

Las  actividades  se  celebrarán  del  10  al  14  de  octubre  de  1983.  Las 
sesiones  científicas  se  llevarán  a cabo  en  las  facilidades  del  HPU  y las  demás  en  un 
Hotel  de  la  Capital  que  se  anunciará  oportunamente. 

Por  este  medio  queremos  invitar  a todos  los  interesados  a participar  en  dichas 
actividades. 

Para  mayor  información  favor  de  comunicarse  con: 

Dr.  Pedro  J.  Santiago-Borrero 
Presidente  Junta  de  Directores 
Hospital  Pediátrico  Universitario 
Recinto  de  Ciencias  Médicas 
Universidad  de  Puerto  Rico 

Tel.  765-2363 
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BRIEF  SUMMARY 

PROCARDIA-  (nifedipine)  CAPSULES  For  Oral  Use 

INDICATIONS  AND  USAGE:  I.  Vasospastic  Angina:  PROCARDIA  (nifedipine)  is  indicated  tor  the 
management  ol  vasospastic  angina  confirmed  by  any  of  the  tallowing  criteria  1 ) classical  pattern 
of  angina  at  rest  accompanied  by  ST  segment  elevation,  2)  angina  or  coronary  artery  spasm  pro- 
voked by  ergonovme  or  3)  angiographically  demonstrated  coronary  artery  spasm  In  those  patients 
who  have  had  angiography,  the  presence  ot  significant  fixed  obstructive  disease  is  not  incompatible 
with  the  diagnosis  of  vasospastic  angina,  provided  that  the  above  criteria  are  satisfied  PROCARDIA 
may  also  be  used  where  the  clinical  presentation  suggests  a possible  vasospastic  component  but 
where  vasospasm  has  not  been  confirmed,  e g , where  pain  has  a variable  threshold  on  exertion  or 
in  unstable  angina  where  electrocardiographic  findings  are  compatible  with  intermittent  vaso- 
spasm, or  when  angina  is  refractory  to  nitrates  and/or  adequate  doses  ot  beta  blockers 

II  Chronic  Stable  Angina  (Classical  Effort-Associated  Angina):  PROCARDIA  is  indicated  for 
the  management  of  chronic  stable  angina  (effort-associated  angina)  without  evidence  ot  vasospasm 
in  patients  who  remain  symptomatic  despite  adequate  doses  of  beta  blockers  and  or  organic  nitrates 
or  who  cannot  tolerate  those  agents 

In  chronic  stable  angina  (effort-associated  angina)  PROCARDIA  has  been  effective  in  controlled 
trials  ot  up  to  eight  weeks  duration  in  reducing  angina  frequency  and  increasing  exercise  tolerance 
but  contirmation  of  sustained  effectiveness  and  evaluation  ot  long-term  safety  in  those  patients  are 
incomplete 

Controlled  studies  in  small  numbers  of  patients  suggest  concomitant  use  of  PROCARDIA  and 
beta  blocking  agents  may  be  beneficial  in  patients  with  chronic  stable  angina,  but  available  infor- 
mation is  not  sufficient  to  predict  with  confidence  the  effects  of  concurrent  treatment,  especially  in 
patients  with  compromised  left  ventricular  function  or  cardiac  conduction  abnormalities  When  in- 
troducing such  concomitant  therapy,  care  must  be  taken  to  monitor  blood  pressure  closely  since 
severe  hypotension  can  occur  from  the  combined  effects  ot  the  drugs  (See  Warnings  ) 
CONTRAINDICATIONS:  Known  hypersensitivity  reaction  to  PROCARDIA 
WARNINGS:  Excessive  Hypotension:  Although  in  most  patients,  the  hypotensive  effect  of 
PROCARDIA  is  modest  and  well  tolerated,  occasional  patients  have  had  excessive  and  poorly  tol- 
erated hypotension  These  responses  have  usually  occurred  during  initial  titration  or  at  the  time  ot 
subsequent  upward  dosage  adjustment,  and  may  be  more  likely  in  patients  on  concomitant  beta 
blockers 

Severe  hypotension  and  or  increased  fluid  volume  requirements  have  been  reported  in  patients 
receiving  PROCARDIA  together  with  a beta  blocking  agent  who  underwent  coronary  artery  bypass 
surgery  using  high  dose  fentanyl  anesthesia  The  interaction  with  high  dose  tentanyl  appears  to  be 
due  to  the  combination  ol  PROCARDIA  and  a beta  blocker,  but  the  possibility  that  it  may  occur  with 
PROCARDIA  alone  with  low  doses  ot  fentanyl  in  other  surgical  procedures  or  with  other  narcotic 
analgesics  cannot  be  ruled  out  In  PROCARDIA  treated  patients  where  surgery  using  high  dose 
fentanyl  anesthesia  is  contemplated,  the  physician  should  be  aware  of  these  potential  problems  and 
it  the  patient's  condition  permits,  sufficient  time  (at  least  36  hours)  should  be  allowed  for 
PROCARDIA  to  be  washed  out  of  the  body  prior  to  surgery 

Increased  Angina:  Occasional  patients  have  developed  well  documented  increased  frequency,  du- 
ration or  severity  ot  angina  on  starting  PROCARDIA  or  at  the  time  of  dosage  increases  The  mech- 
anism ot  this  response  is  not  established  but  could  result  trom  decreased  coronary  perfusion 
associated  with  decreased  diastolic  pressure  with  increased  heart  rate  or  from  increased  demand 
resulting  from  increased  heart  rate  alone 

Beta  Blocker  Withdrawal  Patients  recently  withdrawn  from  beta  blockers  may  develop  a with- 
drawal syndrome  with  increased  angina  probably  related  to  increased  sensitivity  to  catechol- 
amines Initiation  ol  PROCARDIA  treatment  will  not  prevent  this  occurrence  and  might  be  expected 
to  exacerbate  it  by  provoking  reflex  catecholamine  release  There  have  been  occasional  reports  of 
increased  angina  in  a setting  ot  beta  blocker  withdrawal  and  PROCARDIA  initiation  It  is  important 
to  taper  beta  blockers  if  possible  rather  than  stopping  them  abruptly  before  beginning 
PROCARDIA 

Congestive  Heart  Failure  Rarely  patients,  usually  receiving  a beta  blocker  have  developed  heart 
failure  after  beginning  PROCARDIA  Patients  with  tight  aortic  stenosis  may  be  at  greater  risk  lor 
such  an  event 

PRECAUTIONS:  General  Hypotension:  Because  PROCARDIA  decreases  peripheral  vascular 
resistance  careful  monitoring  ol  blood  pressure  during  the  initial  administration  and  titration 
ot  PROCARDIA  is  suggested  Close  observation  is  especially  recommended  tor  patients  already 
taking  medications  that  are  known  to  lower  blood  pressure  (See  Warnings  ) 

Peripheral  edema:  Mild  to  moderate  peripheral  edema,  typically  associated  with  arterial  vaso- 
dilation and  not  due  to  left  ventricular  dysfunction,  occurs  in  about  one  in  ten  patients  treated  with 
PROCARDIA  This  edema  occurs  primarily  in  the  lower  extremities  and  usually  responds  to  diuretic 
therapy  With  patients  whose  angina  is  complicated  by  congestive  heart  failure  care  should  be  taken 
to  differentiate  this  peripheral  edema  trom  the  effects  ot  increasing  left  ventricular  dystunction 

Drug  interactions:  Beta-adrenergic  blocking  agents  (See  Indications  and  Warnings  ) Experience 
in  over  1400  patients  in  a non-comparative  clinical  trial  has  shown  that  concomitant  administration 
ot  PROCARDIA  and  beta-blocking  agents  is  usually  well  tolerated,  but  there  have  been  occasional 
literature  reports  suggesting  that  the  combination  may  increase  the  likelihood  ol  congestive  heart 
failure  severe  hypotension  or  exacerbation  of  angina 

Long-acting  nitrates  PROCARDIA  may  be  safely  co-admimstered  with  nitrates,  but  there  have 
been  no  controlled  studies  to  evaluate  the  antianginal  effectiveness  ol  this  combination 

Digitalis  Administration  of  PROCARDIA  with  digoxin  increased  digoxm  levels  in  nine  ot  twelve 
normal  volunteers  The  average  increase  was  45%  Another  investigator  found  no  increase  in  di- 
goxin levels  in  thirteen  patients  with  coronary  artery  disease  In  an  uncontrolled  study  ot  over  two 
hundred  patients  with  congestive  heart  failure  during  which  digoxin  blood  levels  were  not  meas- 
ured, digitalis  toxicity  was  not  observed  Since  there  have  been  isolated  reports  ot  patients  with 
elevated  digoxin  levels,  it  is  recommended  that  digoxin  levels  be  monitored  when  initiating,  adjust- 
ing, and  discontinuing  PROCARDIA  to  avoid  possible  over-  or  under-digitalization 

Carcinogenesis,  mutagenesis,  impairment  of  fertility  When  given  to  rats  prior  to  mating,  nife- 
dipine caused  reduced  fertility  at  a dose  approximately  30  times  the  maximum  recommended  hu- 
man dose 

Pregnancy  Category  C Please  see  full  prescribing  inlormation  with  reference  to  teratogenicity  in 
rats,  embryotoxicity  in  rats,  mice  and  rabbits,  and  abnormalities  in  monkeys 
ADVERSE  REACTIONS:  The  most  common  adverse  events  include  dizziness  or  light-headedness 
peripheral  edema,  nausea,  weakness,  headache  and  flushing  each  occurring  in  about  10%  of  pa- 
tients. transient  hypotension  in  about  5%  palpitation  in  about  2%  and  syncope  in  about  0 5% 
Syncopal  episodes  did  not  recur  with  reduction  in  the  dose  of  PROCARDIA  or  concomitant  antian- 
ginal  medication  Additionally,  the  following  have  been  reported  muscle  cramps,  nervousness 
dyspnea,  nasal  and  chest  congestion,  diarrhea,  constipation,  inflammation.  |Oint  stiffness,  shaki- 
ness,  sleep  disturbances,  blurred  vision,  difficulties  in  balance,  dermatitis,  pruritus,  urticaria,  le- 
ver. sweating,  chills,  and  sexual  difficulties  Very  rarely,  introduction  ot  PROCARDIA  therapy  was 
associated  with  an  increase  in  anginal  pain,  possibly  due  to  associated  hypotension 

In  addition,  more  serious  adverse  events  were  observed . not  readily  distinguishable  from  the  nat- 
ural history  ot  the  disease  in  these  patients  It  remains  possible,  however,  that  some  or  many  ot 
these  events  were  drug  related  Myocardial  infarction  occurred  in  about  4%  ot  patients  and  conges- 
tive heart  failure  or  pulmonary  edema  in  about  2%  Ventricular  arrhythmias  or  conduction  disturb- 
ances each  occurred  in  fewer  than  0 5%  of  patients 

Laboratory  Tests:  Rare,  mild  to  moderate , transient  elevations  of  enzymes  such  as  alkaline  phos- 
phatase, CPK  LDH.  SGOT,  and  SGPT  have  been  noted,  and  a single  incident  of  significantly  ele- 
vated transaminases  and  alkaline  phosphatase  was  seen  in  a patient  with  a history  ol  gall  bladder 
disease  after  about  eleven  months  of  nifedipine  therapy  The  relationship  to  PROCARDIA  therapy  is 
uncertain  These  laboratory  abnormalities  have  rarely  been  associated  with  clinical  symptoms 
Cholestasis,  possibly  due  to  PROCARDIA  therapy,  has  been  reported  twice  in  the  extensive  world 
literature 

HOW  SUPPLIED:  Each  orange,  soft  gelatin  PROCARDIA  CAPSULE  contains  10  mg  of  nifedipine 
PROCARDIA  CAPSULES  are  supplied  in  bottles  of  100  (NDC  0069-2600-66)  300  (NDC  0069- 
2600-72).  and  unit  dose  (10x10)  (NDC  0069-2600-41 ) The  capsules  should  be  protected  trom 
light  and  moisture  and  stored  at  controlled  room  temperature  59' to  77”F  ( 15'  to  25°C)  in  the  man- 
ufacturer's original  container 

More  detailed  professional  information  available  on  request 

LABORATORIES  DIVISION 

PFIZER  INC 
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"I  can  do  things  that  I 
couldn  't  do  for  3 yrs  including 
joining  the  human  race  again" 


Quotes  from  an  unsolicited  ' 
letter  received  by  Pfizer  from  an 
angina  patient 

while  this  patients  experience 
is  representative  of  many 
unsolicited  comments  received, 
not  all  patients  will  respond  to 
Procardia  nor  will  they  all 
respond  to  the  same  degree  m 


<t>  1983.  Plizer  Inc 
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"My  daily  routine  consisted  of 
sitting  in  my  chair  trying  to  stay  alive." 

"My  doctor  switched  me  to 
PROCARDIA  M as  soon  as  it  became 
available.  The  change  in  my  condition 
is  remarkable." 

"I  shop , cook  and  can  plant 
flowers  again." 

"I  have  been  able  to  do  volunteer 
work.. .and  feel  needed  and  useful 
once  again" 


PROCARDIA  can  mean  the  return  to  a more  normal  life 
for  your  patients — having  fewer  anginal  attacks,1  taking 
fewer  nitroglycerin  tablets,2  doing  more,  and  being  more 
productive  once  again 


Side  effects  are  usually  mild  (most  frequently  reported 
are  dizziness  or  lightheadedness,  peripheral  edema, 
nausea,  weakness,  headache  and  flushing,  each  occurring 
in  about  10%  of  patients,  transient  hypotension  in  about 
5%,  palpitation  in  about  2%  and  syncope  in  about  0.5%). 


* Procardia  is  indicated  for  the  management  of: 

1 ) Confirmed  vasospastic  angina. 

2)  Angina  where  the  clinical  presentation  suggests  a possible 
vasospastic  component 

3)  Chronic  stable  angina  without  evidence  of  vasospasm  in 
patients  who  remain  symptomatic  despite  adequate  doses  of 
beta  blockers  and/or  nitrates  or  who  cannot  tolerate  these 
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agents.  In  chronic  stable  angina  (effort-associated  angina) 

PROCARDIA  has  been  effective  in  controlled  trials  of  up  to 
eight  weeks'  duration  in  reducing  angina  frequency  and 
increasing  exercise  tolerance,  but  confirmation  of  sustained 
effectiveness  and  evaluation  of  long-term  safety  in  these 
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Kawasaki’s  Disease: 

A Review 

Amaryllis  Torres,  M.D. 

Vanessa  Santini,  M.D. 

Jorge  Garib,  M.D. 

Carlos  H.  Ramirez-Ronda,  M.D. 

Abstract:  Kawasaki  Disease  or  Mucocutaneous  Lymph 

Node  Syndrome  is  a clinical  entity  consisting  of  high  fever, 
mucocutaneous  involvement  and  cervical  lymphadenopathy 
that  affects  infants,  young  children  and  young  adults.  The  acute 
inflammatory  features  consist  of  angiitis  with  involvement  of 
multiple  organ  systems.  Coronary  involvement  occurs  in  all 
cases  of  Kawasaki  Disease  (KD)  and  the  state  of  these  arteries 
in  the  majority  of  the  patients  who  survive  is  unknown  but  as  a 
recently  described  entity  KD  prones  to  be  a long  term  coronary 
risk  factor. 

In  1967  Kawasaki  published  the  first  50  case  histories 
characterized  by  prolonged  fever,  skin  rash,  and 
lymphadenopathy  and  he  named  this  illness  Mucocutaneous 
Lymph  Node  Syndrome.  The  etiology  of  the  disease  remains 
unknown  up  to  the  present,  though  various  theories  have 
been  proposed:  from  an  abnormal  host  reaction  to  any  of  a 
variety  of  different  infections  to  an  allergic  reaction  against 
chemical  detergents.  Possible  etiologic  agents  are  heavy 
metals,  pesticides,  chemical  toxins  in  mothers  milk,  contami- 
nants in  powdered  milk,  tetracycline  syrup,  animal  vectors, 
and  infectious  agents  as  bacterias  or  virus. 

It  is  worth  mentioning  that  no  bacterial  agent  has  been 
isolated  in  a consistent  pattern  in  patients  with  KD  as  well  as 
viral  agents,  though  the  latter  have  not  been  investigated  in 
such  a systematic  way  as  the  first. 

Although  this  syndrome  is  predominantly  found  in  Japan 
and  Hawaii  it  has  become  increasingly  recognized  in  other 
countries.  Since  1971  cases  of  KD  have  been  reported  in 
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USA,  Canada,  Europe,  Iran,  Korea,  Australia,  the  Virgin 
Islands  and  Puerto  Rico.  It  is  a disease  of  infants,  young 
children  and  young  adults.  The  mean  age  in  USA  is  4.2  years 
and  9-12  months  in  Japan.  There  isa  slight  male  prominence 
with  a male-female  sex  ratio  fo  1.8:1.  Onset  has  been  reported 
for  all  times  of  the  year  and  most  of  the  cases  have  been 
sporadic  without  evidence  of  secondary  cases  in  vicinity, 
home  or  school. 

Clinical  Course 

The  clinical  course  of  Kawasaki  Disease  is  trifasic.  The 
first  phase  is  the  acute  febrile  phase  and  starts  abruptly  with 
fever  followed  in  the  next  3 days  of  the  majority  of  the  other 
principal  diagnostic  criteria  lasting  from  7 to  14  days.  The 
second  phase  is  the  subacute  phase  characterized  by  anorexia 
and  persistent  irritability  and  lasts  from  day  10  to  25.  The 
third  phase  or  convalescent  phase  lasts  from  the  moment  that 
all  clinical  signs  have  disappeared  until  the  sedimentation 
rate  has  returned  to  normal  approximately  6 to  8 weeks. 

The  principal  diagnostic  criteria  of  KD  are  outlined  in 
table  I and  consist  of: 

Fever:  Usually  ranges  between  38.5  and  40.5  centigrades, 
is  the  most  prominent  symptom  and  cause  for  hospitaliza- 
tion. It  has  a hectic  pattern  and  doesn’t  responds  to  therapy 
with  antibiotics  or  to  intermittent  doses  of  antipyretics  such 
as  aspirin  or  acetamynophen.  In  the  majority  of  cases  it  can 
persist  for  8 to  18  days  although  cases  have  been  reported  as 
lasting  up  to  6 weeks. 

Conjunctival  injection.  After  the  onset  of  fever  a bilateral 
congestion  of  the  ocular  conjunctiva  develops  and  persists 
during  the  febril  phase,  lasting  in  some  cases  3 to  5 weeks. 
There  is  a discrete  injection  of  the  blood  vessels  of  the  conjunc- 
tiva without  suppuration,  pseudomembranous  formation  or 
corneal  ulceration. 

Oral  cavity.  Accompanying  the  alterations  in  the  ocular 
conjunctiva  three  changes  in  the  oral  cavity  develop  simulta- 
neously and  consist  of  erythema  that  persists  for  3 days  and 
fissure  of  the  legs  which  can  be  so  deep  that  spontaneous 
bleeding  can  occur.  Later  diffuse  erythema  of  the  oropharyn- 
geal region  develops  as  well  as  hyperthrophy  of  the  papillas  of 
the  tongue  which  acquires  a strawberry-like  appearance  (straw- 
berry tongue). 

Extremities.  Changes  in  hands  and  feet  constitutes  the 
most  distinctive  characteristic  of  the  disease.  In  the  acute 
phase  of  the  illness,  after  the  onset  of  fever,  an  indurated 
edema  develops  in  hands  and  feet.  The  skin  and  underlying 
tissues  often  develops  a woody  firmness  suggestive  of  acute 
scleroderma,  acute  changes  which  persist  during  the  febrile 
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phase.  In  the  subacute  phase,  approximately  14  to  20  days 
after  the  onset  of  fever,  a characteristic  pattern  of  desqama- 
tion  starts  at  the  tip  of  the  digit  and  continues  to  the  palmar 
area.  In  the  convalescent  phase,  deep  transverse  grooves 
develop  across  the  nail  bed  called  BOW  lines  which  grow 
gradually  with  the  nail. 

Exanthema.  An  erythematous  rash  is  usually  seen  in  all 
patients  with  KD  which  can  adopt  different  forms:  scarlatini- 
form.  papular,  morbiliform,  discretely  raised  and  never  vesi- 
cular, bullous  or  crest  forming.  Usually  disappears  in  one 
week,  but  ocassionally  can  persist  or  revert. 

Cervical  lymph  nodes.  Seen  only  in  70%  of  the  cases  repor- 
ted. Usually  cervical,  unilateral  firm,  greater  than  1.5  cm  and 
disappear  in  the  moment  of  devercescense  but  cases  are  repor- 
ted in  which  they  have  lasted  more  than  3 weeks. 


TABLE  1 


Diagnostic  Guidelines  for  Kawasaki  Disease 

Main  Clinical  Signs  and  Symptoms 

Typical  Onset 

Typical  Duration 

1 

Fever:  Hectic,  high  spiking,  lasting  five  days 
or  more;  unresponsive  to  antibiotics;  child 
irritable,  lethargic,  visibly  ill 

Day  1 

1 to  3 weeks 

2 

Eyes:  bilateral  congestion  of  conjunctivae, 
non-suppurative  and  pseudomembrane 
formation;  usually  discrete  engorgement 
of  bulbar  conjunctival  vessels 

Day  1 

1 to  2 weeks 

3 

Oral  cavity:  lips  dry,  cracked,  glowing  red; 
strawberry  tongue;  oropharyngeal  mucosa 
diffusely  deeply  erythematous 

Day  1 

1 to  3 weeks 

4 

Extremities:  Pronounced  reddening  of  palms 
and  soles;  indurative  edema  of  hands  and 
feet.  Membranous  desquamation  of  tips 
of  fingers  and  toes.  Transverse 
furrow  of  finger  and  toenails 

Day  3- 5 

Week  2 to  3 

1 to  2 months 

5 

Trunk:  Polymorphous  macular  erythematous 
rash  (without  vesicles  or  crusts)  spreads 
from  extremities  to  trunk 

Day  1 

1 week  or  less 

6 

Cervical  lymph  nodes:  Acute  nonpurulent 
swellings  1.5  cm  or  more  in  diameter, 
subside  with  fever 

Day  1 to  3 

1 to  3 weeks 

7 

Differentiation:  Other  possible  etiologies 
(notably  viral  infection)  must  be  excluded 
throughout  acute  course  of  disease 
(usually  3 to  6 weeks). 

Five  of  first  six  criteria  must  be  present  and  the  seventh  satisfied  to  establish  KD  diagnosis. 
CDC  asks  that  all  suspected  cases  be  reported  to  state  health  authorities. 


The  associated  features  in  order  of  frequency  in  KD  are 
outlined  in  Table  2.  It  is  worth  mentioning  that  some  degree 
of  coronary  involvement  occurs  in  all  cases  of  KD  but  myocar- 
dial infarction  confirmed  by  EKG  and  enzyme  elevation  is 
unusual.  The  direct  cause  of  sudden  death  in  this  disease  is 
thrombotic  occlusion  of  the  coronary  arteries.  Coronary 
aneurysms  have  been  confirmed  in  20%  of  the  patients  studied 
1 or  2 months  after  the  onset  of  fever.  Repeat  angiography  a 
year  later  demonstrated  spontaneous  regression  in  2/3  of  the 
cases.  The  long  term  effect  of  coronary  involvement  in  this 
disease  is  not  known. 

The  laboratory  findings  consist  of  leukocytosis,  increased 
ESR,  positive  C reactive  protein,  thrombocytosis,  pyuria, 
proteinuria,  mycrohematuria,  elevation  of  SGOT,  SGPT and 
bilirubin,  moderate  elevation  of  IgE  and  transient  depression 


of  C,  but  all  these  findings  are  non-specific  and  non- 
diagnostic. 

TABLE  2 


Associated  Features  in  Order  of  Frequency  in 
Mucocutaneous  Lymph  Node  Syndrome 

Pyuria  and  urethritis 
Arthralgia  and  arthritis 
Aseptic  meningitis 
Diarrhea 
Myocarditis 
Abdominal  pain 
Obstructive  jaundice 
Hydrops  of  gallbladder 
Pericardial  effusion 
Acute  mitral  insufficiency 
Myocardial  infarction 


Pathology 

The  pathology  of  KD  is  shown  in  table  3 (adapted  from 
Fujiwara)  and  demonstrates  the  cardiac  changes.  The  patho- 
logic changes  observed  in  the  fatal  cases  of  KD  cannot  be 
distinguished  from  the  pathologic  changes  in  infantile  periar- 
teritis nodosa,  a rare  entity  diagnosed  only  in  autopsies.  The 
extracardiac  pathology  of  this  disease  is  variable  and  in  gene- 
ral it  involves  the  extraparenchymatous  portion  of  the  mus- 
culoskeletal producing  a periarterial  inflammation,  destruc- 
tion of  the  media  and  inflammation  of  the  intima.  The  most 

TABLE  3 

Pathology  of  Kawasaki's  Disease 
(Adapted  from  Fujiwara) 

Stage  I Disease  duration  less  than  10  days 

Acute  perivasculitis  of  coronary  arteries 
Microvascular  angiitis  of  coronary  arteries 
and  aorta 

Pancarditis  with  pericardial,  myocardial  and 
endocardial  inflammation 

Stage  II  Disease  duration  12-28  days 

Acute  panvasculitis  of  coronary  arteries 
Coronary  artery  aneurysm  present 
Coronary  obstruction  and  thrombosis 
Myocardial  and  endocardial  inflammation 
less  intense 

Stage  III  Disease  duration  28-45  days 

Subacute  inflammation  in  coronary  arteries 
Coronary  artery  aneurysms  present 
Myocardial,  endocardial  inflammation  much 
decreased 

Stage  IV  Disease  duration  more  than  50  days 

Scar  formation,  calcification  in  coronary 
arteries 

Stenosis  and  recanalization  of  coronary  vessel 
lumen 

Myocardial  fibrosis  without  acute 
inflammation 
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frequent  affected  arteries  are  the  mesenteric,  adrenals,  sple- 
nic, renal  and  in  the  spermatic  cord.  The  extra  coronary 
aneurysms  are  rare  but  occur  particularly  in  the  axillary  and 
mesenteric  arteries. 

Differential  Diagnosis 

The  differential  diagnosis  of  Kawasaki’s  Disease  can  be 
made  with  the  following  clinical  entities. 

Juvenile  Rheumatoid  Arthritis.  JRA  presents  with  a clinical 
picture  of  rash,  lymphadenopathy  and  leukocytis  but  the 
rash  is  macular  or  papulomacular,  appears  in  abdomen 
and  trunk  and  can  be  pruriginous  which  distinguishes  it  from 
the  rash  seen  in  KD.  The  fusiform  edema  of  digits  of  hands 
that  are  present  in  patients  with  KD  is  similar  to  the  generalized 
arthritis  of  the  small  joints  that  is  seen  in  JRA  but  the 
induration  of  palms  and  soles  are  not  seen  in  this  entity.  Also 
the  fact  that  KD  is  self-limited  differentiates  it  from  JRA. 

Scleroderma.  Edema  of  digits,  induration  of  the  skin  and 
alteration  of  the  joints  resembles  scleroderma  but  the  rapid 
resolution  of  these  findings  discards  it. 

Systemic  Lupus.  In  children  systemic  lupus  is  commonly 
associated  to  high  intermittent  fever,  rash  and  joint  manifes- 
tations but  antinuclear  antibodies  are  usually  present  in 
patients  with  lupus  as  well  as  leukopenia. 

Stevens  Johnson  Syndrome.  The  clinical  features  common 
to  both  entities  are  fever,  conjunctival  involvement,  changes 
in  the  oral  cavity  and  urethral  involvement  but  there  are 
clinical  differences.  The  polymorphous  erythematous  rash  is 
common  in  both  but  the  bulla  and  substantial  defoliation  of 
the  SJS  is  absent  in  Kawasaki’s  Disease.  The  oral  cavity  invol- 
vement is  different  since  in  the  SJS  is  characterized  bv  severe 
oral  ulcerations  with  fissures  and  bleeding  of  the  lips.  The 
conjunctival  involvement  in  SJS  is  characterized  by  a severe 
conjunctivitis  with  edema,  diffuse  purulent  exudate  and  po- 
ssible progression  to  keratitis  and  uveitis,  and  the  changes  in 
hands  and  feet  which  is  the  hallmak  of  KD,  have  not  been 
associated  with  SJS. 

Treatment 

There  is  no  accepted  treatment  for  KD.  Various  regimes 
have  been  studied  on  empiric  basis  due  to  the  little  know- 
ledge that  exists  about  the  etiology  and  pathogenesis  of  this 
clinical  entity.  The  treatment  is  supportive  and  requires  a 
careful  program  of  clinical  evaluation  and  repeated  labora- 
tory tests  to  detect  and  manage  the  arthritis  and  the  serious 
cardiac  and  vascular  abnormalities. 

Since  it  has  been  demonstrated  that  the  major  pathologic 
change  is  an  inflammatory  vasculitis,  different  antiinflamma- 
tory agents  have  been  studied  as  therapeutic  agents  for  this 
disease. 

What  is  the  role  of  steroids  in  KD?  Steroids  have  been 
used  in  Japan  as  well  as  in  USA  but  in  controlled  studies  it  has 
been  demonstrated  that  they  accelerate  the  formation  of 
coronary  aneuryms  and  they  do  not  act  decreasing  platelet 
aggregation  which  is  the  cause  of  sudden  death  in  this  disease. 
Aspirin  is  an  effective  therapeutic  agent  as  antiinflammatory 
as  well  as  for  its  capability  of  inhibiting  platelet  aggregation. 
The  actual  dose  recommended  is  30  mg/kg  which  should  be 
administered  for  at  least  2 months.  On  patients  with  any 
cardiac  abnormality  or  marked  thrombocytosis  coronary 
angiography  should  be  performed;  if  normal,  aspirin  should 
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be  discontinued.  In  the  presence  of  coronary  aneurysms  the 
drug  should  be  continued  and  subsequent  angiographies  at 
1 and  2 year  intervals  should  be  repeated  to  confirm 
regression  or  to  detect  obstructive  lesions,  colateral  circula- 
tion of  the  coronary  arteries  or  left  ventricular  asynergy. 
Aspirin  should  be  continued  in  these  patients  to  prevent  the 
progression  of  ischemic  heart  disease  and  the  early  develop- 
ment of  coronary  arteriosclerosis. 

Conclusion 

In  conclusion,  there  is  yet  much  to  be  learned  about  the 
etiology  and  pathogenesis  of  KD.  Even  though  9X9?  of  the 
patients  survive,  the  state  of  the  coronary  arteries  in  the 
majority  of  the  infants  is  unknown  as  well  as  the  outcome  on 
the  long  run  of  the  children  who  have  recovered  from  this 
disease.  It  is  imperative  to  emphasize  that  in  all  children  with 
KD  an  extensive  cardiac  evaluation  should  be  performed  in 
the  convalescent  phase. 

Resumen:  La  Enfermedad  de  Kawasaki  o el  Síndrome 

Mucocutáneo  Linfático  es  una  entidad  clínica  que  consiste  en 
elevación  de  la  temperatura,  envolvimiento  mucocutáneo  y lin- 
fadenopatía  cervical  no  supurada  que  afecta  a infantes,  asi 
como  a niños  y adultos  jóvenes.  Los  rasgos  agudos  inflamato- 
rios consisten  en  una  angeitis  con  envolvimiento  de  múltiples 
sistemas  orgánicos.  El  envolvimiento  coronario  ocurre  en  todos 
los  casos  de  enfermedad  de  Kawasaki  y el  estado  de  estas 
arterias  en  la  mayoría  de  los  pacientes  que  sobreviven  es  desco- 
nocido pero  como  una  entidad  recientemente  descrita  la  enfer- 
medad de  Kawasaki  parece  ser  un  factor  de  riesgo  coronario  a 
largo  plazo. 
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Abstract:  Five  hundred  thirteen  gram-negative  bacilli 

recovered  from  positive  blood  and  urine  cultures  were  tested. 
Ninety-two  bacilli  or  18%  were  gentamicin-resistant.  Gen- 
tamicin resistance  was  defined  as  an  MIC  microgm/ml.  Of  the 
92  gentamicin-resistant  strains,  28  strains  or  30%  were 
susceptible  to  tobramycin,  89  strains  or  97%  were  susceptible 
to  amikacin,  77  strains  or  84%  were  susceptible  to  netilmicin 
and  31  strains  or  34%  were  susceptible  to  sisomicin.  Results 
demonstrated  that  amikacin  was  the  most  active  aminoglycoside 
against  the  gentamicin-resistant  gram-negative  bacilli  strains 
studied.  Amikacin  is  the  aminoglycoside  to  be  considered  in  the 
management  of  serious  infections  in  hospitalized  patients 
caused  by  gentamicin-resistant  bacilli. 

Resistance  to  aminoglycoside  antibiotics  has  commonly 
followed  clinical  use  of  these  agents.1  Resistance  to 
gentamicin  among  the  Enterobacteriaceae  and  Pseudomonas 
aeruginosa  is  a problem  of  increasing  importance.2  3 
Amikacin  has  been  demonstrated  to  be  the  most  effective 
aminoglycoside  in  vitro  against  gentamicin-resistant 
Enterobacteriaceae  and  P.  aeruginosa ,3  4 Likewise,  it  has  been 
highly  effective  in  treating  infections  caused  by  gentamicin- 
resistant,  gram-negative  bacilli.5 

This  study  was  designed  to  compare  the  in  vitro  activity  of 
four  other  aminoglycosides  currently  licensed  or  under 
clinical  investigation:  tobramycin,  amikacin,  netilmicin,  and 
sisomicin  against  92  different  clinical  isolates  of  gentamicin- 
resistant  Enterobacteriaceae  and  P.  aeruginosa. 
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Methods 

The  antibiotics  used  in  this  study  were  laboratory 
standard  powders.  Gentamicin,  netilmicin  and  sisomicin 
were  supplied  by  Schering  Laboratories  (Bloomfield,  N.J.), 
tobramycin  was  supplied  by  Eli  Lilly  & Co.  (Indianapolis, 
Indiana),  and  amikacin  was  supplied  by  Bristol  Laboratories 
(Syracuse,  N.Y.).  Laboratory  standard  powders  were  diluted 
as  recommended  by  the  manufacturers  to  stock  concentration 
of  1,000  ug/ml  and  frozen  at  -80°C  for  up  to  4 weeks  until 
used. 

All  gram-negative  bacilli  isolated  from  positive  blood  and 
urine  cultures  at  the  San  Juan  VA  Hospital  and  Puerto  Rico 
Medical  Center  from  inpatients  over  a six-month  period 
which  were  resistant  to  gentamicin  as  determined  by  standard 
broth  microdilution  method6  were  collected  and  stored  at 
-80°C  in  rabbit  blood.  If  multiple  isolates  of  the  same  species 
having  identical  susceptibility  patterns  were  recovered  from  a 
patient  during  hospitalization,  only  one  representative  isolate 
was  saved  for  further  testing.  Enterobacteriaceae  were 
identified  by  the  API  20E  system7  and  non-fermentative 
gram-negative  bacilli  were  identified  by  the  API  20E  system 
and  the  conventional  tube  method.  In  this  study,  513  gram- 
negative bacilli  were  tested.  The  92  strains  which  were 
resistant  to  gentamicin  are  the  subject  of  this  report. 

The  minimal  inhibitory  concentration  (MIC)  was  deter- 
mined by  microtiter  broth  dilution  technique  for  the 
following  antibiotics:  gentamicin,  tobramycin,  amikacin, 
netilmicin,  and  sisomicin.  Freshly  prepared  antibiotic  solutions 
were  diluted  in  Muller  Hinton  broth  (Difco  Laboratories, 
Detroit,  Mich.)  supplemented  to  contain  5 mg  of  calcium  per 
d 1 and  2.5  mg  of  magnesium  per  d 1 . The  antimicrobial  agents 
were  dispensed  into  microdilution  plates  with  the  use  of  a 
Dynatech  MIC  2000  dispenser  (Dynatech  Labs.,  Inc., 
Alexandria,  Va.).  Microdilution  plates  were  checked  for 
sterility  and  frozen  at  -80°C.  On  the  day  of  testing  the 
microdilution  plates  were  thawed  and  inoculated  with  the 
MIC  2000  inoculator  to  yield  a final  concentration  of  each 
bacillus  of  5 x 105  CFU  per  ml.  Standard  strains  of 
Staphylococcus  aureus  (ATCC  25923),  Pseudomonas  aeru- 
ginosa (ATCC27853)  and  Escherichia  coli  (ATCC25922)  were 
used  as  internal  controls.  The  plates  were  incubated  at  35°C 
in  room  air  and  read  after  18  hr.  The  MIC  was  defined  as  the 
lowest  concentration  of  antibiotic  which  prevented  bacterial 
growth.  Gentamicin,  tobramycin,  sisomicin,  and  netilmicin 
resistance  was  defined  as  an  MIC^16  microgm/ml,  amikacin 
resistance  as  an  MIC^32  ug/ml.  Those  gram-negative  bacilli 
having  an  MIC  to  gentamicin  of  < 8 microgm/ml  or  less  were 
excluded  from  further  analysis,  and  this  report  in  based  on 
the  gentamicin-resistant  strains. 


Results 

A total  of  513  gram-negative  bacilli  were  isolated  from 
inpatients  during  the  6 months  study  period.  Ninety-two 
(18%)  of  the  studied  strains  were  resistant  to  gentamicin, 
seventy-two  (14%)  were  resistant  to  tobramycin  and  four 
(0.8%)  were  resistant  to  amikacin. 

Table  I depicts  the  organisms  isolated  by  strains  and  the 
number  and  percent  of  gentamicin-resistant  gram-negative 
bacilli  recovered  during  the  study  period.  The  organisms  with 
a higher  percentage  of  resistant  strains  to  gentamicin  were 
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Serraría  with  60%,  Providencia  stuartii  with  50%,  K. 
pneumoniae  with  31.5%,  Proteus  with  25.6%,  Citrobacter 
with  25%,  Enterobacter  with  22%,  and  Pseudomonas  with 
9%.  Only  4.1%  of  the  strains  of  E.  coli  isolated  were  resistant 
to  gentamicin.  The  minimum  inhibitory  concentrations  of  all 
bacteria  studied  for  gentamicin,  tobramycin,  amikacin, 
netilmicin,  and  sisomicin  is  presented  in  Table  II.  Amikacin 
and  netilmicin  were  the  most  active  agents  against  most  of  the 
gentamicin  -resistant  studied  strains.  Tobramycin  and 
sisomicin  were  less  active  against  the  same  strains.  The 
percentage  of  gentamicin-resistant  bacterial  strains  suscep- 
tible to  the  other  aminoglycosides  is  presented  in  Table  III. 
All  the  gentamicin-resistant  strains  were  susceptible  to  16 
microgm/ml  or  less  of  amikacin  with  the  exception  of  Serrada 
in  which  93%  of  the  strains  were  susceptible  and  Pseudomonas 
in  which  75%  were  susceptible.  Netilmicin  was  as  active  as 
amikacin  for  gentamicin-resistant  E.  coli,  Enterobacter, 
Salmonella  and  Serratia,  Tobramycin  and  sisomicin  were 
much  less  active. 

TABLE  1 


Eighteen  percent  (18%)  gentamicin-resistant 
gram-negative  bacilli  isolated 
from  clinical  samples 


Resistance 

Number 

Percent 

E.  coli 

7/170 

4.1 

Pseudomona 

8/89 

9.0 

K.  pneumoniae 

34/108 

31.5 

Enterobacter 

9/41 

22 

Proteus 

11/43 

25.6 

Serratia 

15/25 

60 

P.  stuartii 

4/8 

50 

Citrobacter 

3/12 

25 

Salmonella 

1/17 

5.9 

Total 

92/513 

18 

TABLE  II 


MIC’s  of  aminoglycosides  for  gentamicin-resistant 

gram-negative  bacilli 

No.  of 

No.  of  strains  with  MIC  (microgm/ml)  of: 

Organism 

strains 

Antibiotic 

0.25  0.5  1 

2 

4 

8 

16 

32 

64 

>128 

E.  coli 

7 

Gentamicin 

Tobramycin 

Amikacin 

2 1 

1 

3 

1 

2 

1 

2 

1 

1 

3 

2 

1 

Netilmicin 

Sisomicin 

1 2 

4 

2 

2 

1 

2 

Pseudomonas 

8 

Gentamicin 

5 

3 » 

Tobramycin 

Amikacin 

1 

3 

1 

1 

5 

2 

1 

2 

Netilmicin 

Sisomicin 

3 

2 

6 

2 

3 

K.  pneumoniae 

34 

Gentamicin 

10 

12 

9 

3 

Tobramycin 

2 

1 

4 

8 

7 

9 

3 

Amikacin 

2 26 

5 

1 

Netilmicin 

Sisomicin 

8 14  6 

3 

1 

7 

1 

3 

10 

i 

10 

3 

1 

Enterobacter 

9 

Gentamicin 

2 

3 

4 

Tobramycin 

Amikacin 

1 4 

1 

4 

1 

3 

3 

1 

Netilmicin 

1 4 

2 

2 

Sisomicin 

2 

3 

2 

2 

Proteus 

ii 

Gentamicin 

4 

4 

2 

1 

Tobramycin 

Amikacin 

6 

1 

4 

1 

1 

6 

1 

2 

Netilmicin 

Sisomicin 

5 3 

1 

1 

1 

5 

3 

1 

1 

1 

Serratia 

15 

Gentamicin 

5 

5 

4 

1 

Tobramycin 

Amikacin 

3 

1 

8 

2 

1 

5 

3 

2 

4 

1 

Netilmicin 

Sisomicin 

3 8 

3 

3 

4 

2 

3 

1 

3 

P.  stuartii 

4 

Gentamicin 

3 

1 

Tobramycin 

Amikacin 

Netilmicin 

Sisomicin 

2 

1 

1 

1 

1 

1 

2 

3 

1 

1 

2 

Citrobacter 

3 

Gentamicin 

Tobramycin 

Amikacin 

Netilmicin 

2 

1 

I 

1 

1 

1 

1 

1 

1 

2 

Sisomicin 

I 

2 

Salmonella 

1 

Gentamicin 

Tobramycin 

Amikacin 

Netilmicin 

Sisomicin 

1 

1 

1 

1 

i 

TABLE  III 


Susceptibility  of  gentamicin-resistant  gram-negative 
bacilli  to  antibiotics 


% Susceptible  to  other  aminoglycosides 


No.  of 

Tobramycin 

Amikacin 

Netilmicin 

Sisomicin 

Species 

Strains 

^8  microgm/ml  ^16  microgm/ml 

<^8  microgm/ml 

5^8  microgm/ml. 

E.  coli 

7 

71 

100 

100 

29 

Pseudomonas 

8 

63 

75 

0 

63 

K.  pneumoniae 

34 

21 

100 

97 

29 

Enterobacter 

9 

56 

100 

100 

22 

Proteus 

11 

18 

100 

82 

18 

Serratia 

15 

7 

93 

93 

47 

P.  stuartii 

4 

25 

100 

50 

50 

Citrobacter 

3 

33 

100 

67 

0 

Salmonella 

1 

100 

100 

100 

100 
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Discussion 

The  aminoglycoside  antibiotics,  in  particular  gentamicin, 
have  been  the  main  stay  of  empiric  therapy  for  serious 
infections  in  hospitalized  patients,  the  selection  is  based  on 
their  wide  spectrum  of  activity,  especially  against  gram- 
negative bacilli,  and  the  original  low  prevalence  of  gentamicin- 
resistant  bacteria.  However,  in  the  past  few  years  increasing 
numbers  of  gentamicin-resistant  gram-negative  bacilli  have 
been  reported,  often  causing  serious  epidemics  of  infection.1 2 3 4 5 6 7 8 9 * 
Recent  studies  have  been  under  way  to  evaluate  the  clinical 
effectiveness  of  the  aminoglycosides  currently  licensed  or 
under  clinical  investigation  such  as  tobramycin,4  9 10 
amikacin,3  4 9 10  11  netilmicin11  and  sisomicin4  9 10  against  a 
large  proportion  of  gentamicin-resistant  isolates,12  13  a 
finding  confirmed  in  our  study.  The  aminoglycosides, 
including  the  newer  members,  remain  as  potentially  toxic 
antibiotics  and  must  be  used  with  caution.  Amikacin  is  the 
most  active  and  first  choice  aminoglycoside  where  gentamicin- 
resistant  gram-negative  bacilli  are  prevalent12  and  is  useful  in 
the  management  of  serious  infections  in  hospitalized  patients 
caused  by  gentamicin-resistant  bacilli.  The  unrestricted  use 
of  amikacin  at  many  centers  has  not  resulted  in  the  emergence 
of  amikacin  resistant  strains,  thus,  this  has  prompted 
recommendations  that  it  should  not  be  restricted.14  A study  is 
under  way  at  the  San  Juan  VA  Hospital  to  determine  the 
effect  on  susceptiblity  patterns  of  the  use  of  amikacin  as  a first 
line  aminoglycoside  whereas  the  overall  gentamicin  resistance 
is  at  least  18  percent. 
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Resumen:  Acyclo-Guo,  9-(hydroxyethoxymethyl)  guanine 

(AcyclovirR)  es  un  nucleósidode  purina  aciclica  que  está  dispo- 
nible para  usar  en  forma  tópica,  endovenosa,  y próximamente 
oral.  Este  medicamento  solamente  ha  demostrado  beneficio 
cuando  se  administra  endovenosamente  en  pacientes  inmuno- 
suprimidos  con  herpes  mucocutáneo,  tópicamente  en  pacientes 
con  lesiones  de  córnea  que  no  responden  a tratamiento  usual,  y 
en  pacientes  con  herpes  genital  primario  o recurrente  si  se  usa 
la  forma  oral.  Sus  efectos  secundarios  son  mínimos  si  se  usa 
cuidadosamente. 

En  la  batalla  contra  los  virus  se  han  intentado  diferentes 
formas  de  tratamiento;  sin  embargo  muy  pocos  son  los 
resultados  satisfactorios.  Recientemente  y después  de  largo 
tiempo  de  estudios  se  ha  liberalizado  al  mercado  el  producto 
acyclo-Guo,  9-(2-hydroxyethoxymethyl)  guanine  (AcyclovirR). 
En  este  breve  repaso  se  pretende  revisar  los  conceptos  bási- 
cos del  producto  y exponer  el  consenso  general  de  su  activi- 
dad farmacológica  en  el  humano,  así  como  sus  posibles 
aplicaciones  prácticas  en  herpes  mucocutáneo. 

Acyclovir  es  un  nucleósido  de  purina  aciclica.  Este  medi- 
camento es  activado  a su  forma  monofosfato  por  una 
enzima  específica  que  poseen  los  herpes (HS  , 2,  EBV,  HZ),  y 
que  se  conoce  como  la  kinasa  de  timidina  y subsecuente- 
mente es  convertido  a trifosfato  en  la  célula  infectada  por  el 
herpes.1  Esto  ocurre  mayormente  (40  a 100  veces  más)  en 
células  infectadas  y en  menor  escala  en  células  no  infectadas. 
Es  importante  mencionar  que  citomegalovirus  es  menos  sen- 
sitivo al  mecanismo  antes  mencionado  que  los  demás  herpes 
virus  porque  no  posee  su  propia  enzima  kinasa  de  timidina.2 
La  polimerasa  del  ADN  viral  es  inhibida  con  concentracio- 
nes considerablemente  más  bajas  que  las  requeridas  para 
inhibir  la  polimerasa  del  ADN  celular.  Esta  selectividad  hace 
que  la  toxicidad  de  acyclovir  sea  menor  para  la  célula  de  300  a 
3000  veces  que  para  el  virus. 

En  estudios  hechos  in  vitro  con  cepas  de  virus  herpes  tipo 
1 comparando  agentes  antivirales  y su  efectividad  basado  en 
la  dosis  efectiva  media  (ED50  uM)  se  encontró  vidadabine  = 
16.  idoxuridine  = 1.0  y acyclovir  = 0.1.  Sin  embargo,  no 
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necesariamente  esto  puede  inferirse  in  vivo  y en  los  diferentes 
casos  de  acuerdo  a la  localización  del  virus  y la  penetrabilidad 
del  compuesto  farmacológico. 

Cuando  se  usó  acyclovir  in  vitro  en  contra  de  los  diferen- 
tes herpes  virus,  se  encontró  que  HSV-1  requería  la  concen- 
tración menor  de  HSV-Z  y VZV  intermedio  mientras  que 
HCMV  requirió  más  de  200  veces  la  concentración  requerida 
para  HSV-1. 

Hay  un  estimado  de  500,000  casos  de  infección  primaria 
con  herpes  genital  por  año  en  U.S.  A.3  La  mayor  parte  de  los 
investigadores  concuerdan  en  que  los  casos  de  recidiva  usual- 
mente representan  la  reactivación  del  HSV  que  se  encuentra 
latente  en  los  ganglios  sensoriales,  y que  la  lesión  clínica  se 
desarrolla  como  resultado  de  la  interacción  del  huésped  y el 
virus  en  la  piel  y/o  membranas  mucosas.  Debido  a que  se 
sabe  que  las  lesiones  mucocutáneas  ocurren  en  presencia  de 
altos  niveles  de  anticuerpos  neutralizantes  en  contra  de  virus 
homólogo,  los  investigadores  han  estado  buscando  posibles 
deficiencias  en  otros  mecanismos  de  defensa,  lo  cual  puede 
resultar  en  infecciones  recurrentes.  El  interés  se  ha  puesto 
particularmente  en  la  inmunidad  mediada  por  células  en 
estos  pacientes.  El  nivel  de  antígenos  es  similar  para  los  casos 
de  infección  primaria  y casos  recidivantes  frecuentes  (más  de 
8 episodios  por  año)  y menor  cantidad  para  las  infecciones 
recidivantes  pero  infrecuentes  (igual  o menor  de  dos  por 
año). 

La  ruta  principal  de  eliminación  de  esta  droga  es  el  riñón 
por  donde  se  recupera  60  ± 12%.  El  aclaramiento  renal  de 
este  medicamento  excede  el  aclaramiento  de  creatinina,  lo 
cual  es  indicativo  de  secreción  de  la  droga  a través  del  túbulo 
renal.4 

Vale  la  pena  mencionar  que  se  obtienen  niveles  de  acyclo- 
vir en  líquido  cefalorraquédeo  de  16.6  a 17.8  uM  a las  dos 
horas  de  haber  administrado  acyclovir  endovenoso  a base  de 
5 mg/kg  lo  que  vendrá  siendo  50%  de  los  niveles  de  plasma.4 

Los  niveles  en  plasma  de  acyclovir  después  de  ser  adminis- 
trados endovenosamente,  exceden  los  niveles  requeridos  para 
inhibir  el  grupo  de  virus  herpes  simplex  y varicelazoster.  Este 
medicamento  se  puede  administrar  cada  ocho  horas.  Sin 
embargo,  la  vida  media  varía  de  acuerdo  a la  función  renal  y 
por  tanto  se  deben  hacer  ajustes  como  se  ilustra  en  la 
Tabla  I.5 


TABLA  I 


Adaramiento  de  creatinina 
(ml/min/1.73  m2) 

Dosis 

(mg/kg) 

Intervalo 

(horas) 

50 

5 

8 

25  - 50 

5 

12 

10  - 25 

5 

24 

0 - 10 

2.5 

24 

Si  la  función  renal  es  adecuada,  este  medicamento  no  se 
acumula  aparte.  Después  de  cuatro  días  de  administración  de 
acyclovir  endovenoso,  no  se  encuentra  evidencia  de  herpes 
simplex  en  las  lesiones. 

Entre  los  efectos  adversos  encontrados  en  un  estudio  con 
350  pacientes  con  infecciones  por  herpes,  se  encontró  lo 
siguiente:  (ver  Tabla  II).6 
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Efectos  de  Acyclovir  en  Herpes  Mucocutáneo 


TABLA  II 


Efectos  Adversos  en  350  Pacientes  con  Infección  por  Herpes  Grave 
y Potencialmente  Fatal 

Imposible  de 
Probablemente  correlacionar 

debido  a Acyclovir  con  el  tratamiento 

Muerte  (durante  o en  los  primeros 
siete  días  de  terapia) 

27(12.1%) 

Aumento  de  los  niveles  de  urea 
y/o  creatinina  en  plasma 

Aumento  de  enzimas  hepáticas 

23(10.3%)  7(3.1%) 

13(5.8%) 

Disminución  del  contaje  plaquetano 

9 

Disminución  de  las  células  blancas 

3 

Disminución  de  la  hemoglobina 

5 

Pancitopenia 

2 

Disminución  de  la  hemoglobina 
y células  rojas 

I 

Reacción  local  en  el  área  de 
inyección 

6(2.7%)  1 

Hallazgos  neurológicos 

9 

Erupciones 

4 

Dolor  articular  y óseo 

1 

Hipokalemia 

1 

Dolor  abdominal 

1 

Vómitos 

1 

Hiperglicemia 

1 

Documentación  de  223  episodios  con  seguimiento  clínico  adequado. 


Cuando  acyclovir  se  administra  en  infusión  endovenosa 
lenta  a correr  en  una  hora,  se  evita  que  los  niveles  plasmáticos 
muestren  picos  altos  y en  consecuencia  haya  menor  riesgo  de 
nefrotoxicidad.7 

Se  deben  tomar  precauciones  en  pacientes  deshidratados 
y pacientes  con  encefalitis  herpética  que  requieran  restricción 
de  líquidos  y/o  diuréticos,  o pacientes  que  se  les  esté  adminis- 
trando concomitantemente  drogas  nefrotóxicas.7 

Acyclovir  se  remueve  por  hemodialisis.  Después  de  cada 
diálisis  se  debe  administrar  la  mitad  de  la  dosis  calculada  de 
acuerdo  al  peso  del  paciente.8 

En  prematuros  y neonatos  a término  no  se  ha  encontrado 
nefrotoxicidad.9  10 

Se  ha  usado  acyclovir  endovenoso  para  el  tratamiento  de 
herpes  simplex  mucocutáneo  en  pacientes  inmunosuprimi- 
dos.  Los  resultados  indican  que  está  disminuido  el  período  de 
excreción  del  virus  en  la  lesión,  el  dolor  de  la  lesión,  y la 
formación  de  costra  y cicatrización  de  la  lesión.  La  duración 
de  la  excreción  del  virus  es  de  2.8  días  cuando  se  usa  acyclovir 
endovenoso  en  estos  pacientes  mientras  que  en  grupos  pla- 
cebo se  prolonga  a 16.8  días.  La  costra  de  la  lesión  ocurre  en 
9.3  días  en  los  pacientes  que  reciben  placebo.  El  dolor  desapa- 
rece a la  8.9  días  comparado  con  13.1  días  en  el  grupo 
placebo.  La  cicatrización  ocurrió  a los  13.7  días  entre  los  que 
usaron  acyclovir,  comparado  con  20.1  días  en  el  grupo  que 
usó  placebo.  La  efectividad  de  acyclovir  en  esofagitis  por 
herpes  simplex  probablemente  es  la  misma  que  para  casos 
con  herpes  mucocutáneo.  Acyclovir  no  parece  afectar  la 
latencia  del  virus.11  12 


En  los  estudios  hechos  en  pacientes  con  herpes  ocular,  a 
los  cuales  se  le  ha  tratado  con  acyclovir,  se  han  obtenido  tan 
buen  resultado  como  cuando  se  usa  idoxiuridine.  En  pacien- 
tes que  han  mostrado  resistencia  a idoxiuridine  o Ara-A  por 
parte  del  herpes  simplex;  se  ha  encontrado  una  buena  res- 
puesta a acyclovir  tópico,  aplicado  cinco  veces  al  día.  Los 
síntomas  de  dolor,  fotofobia,  lagrimación  y sensación  de 
arena  en  los  ojos  resolvieron  mucho  más  rápido  en  los  pacien- 
tes con  acyclovir.  Acyclovir  ha  resultado  más  efectivo  que 
idoxiuridine,  Ara-A  y trifluro  timidine  probablemente 
debido  a que  estos  últimos  inhiben  significativamente  la  re- 
epitelización  y en  consecuencia  un  efecto  detrimental  en  la 
cantidad  y calidad  del  epitelio  regenerado.  Acyclovir  penetra 
la  comea  y se  obtienen  concentraciones  (1.7  micro gm/ml)en 
el  humor  acuoso  significativas  para  tratamiento  de  enferme- 
dad del  estroma.13  14 

Cuando  miramos  a estudios  de  acyclovir  tópico  en 
pacientes  no  inmunosuprimidos  con  keratitis  herpética  ulce- 
rativa, encontramos  que  es  efectivo  en  un  96.8%  con  una 
respuesta  excelente  o buena.  Además,  el  tiempo  de  cicatriza- 
ción es  menor  o igual  a 14  días  en  90%  de  los  casos  y que 
solamente  5.6%  de  los  casos  les  tomó  más  de  14  días  en 
cicatrizar.  No  hubo  respuesta  en  4.4%  de  los  pacientes.  Se 
comparó  acyclovir  con  adenine  arabinoside  y se  encontró  que 
no  había  diferencia  significativa  en  la  duración  de  los  sínto- 
mas y que  la  mayoría  de  los  pacientes  respondieron  dentro  de 
los  primeros  14  días  de  tratamiento.  La  mayoría  de  los  casos 
que  fallaron  a tratamiento  ocurrieron  en  el  grupo  de  Ara-A.15 16 

El  uso  de  acyclovir  al  5%  en  glicol  de  polietileno  para  el 
tratamiento  de  herpes  simplex  labialis  no  ha  demostrado 
beneficio  clínico.  En  los  pacientes  que  se  les  aplica  el  medica- 
mento dentro  de  las  primeras  8 horas  se  encuentra  una  dismi- 
nución de  la  excreción  de  virus  desde  la  lesión. 

Finalmente  veremos  los  resultados  de  acyclovir  en  herpes 
simplex  genital.  En  estudios  a doble  ciega  al  azar  con  trata- 
miento tópico  se  encontró  que  en  los  casos  de  herpes  genital 
primario  se  redujo  la  excreción  del  virus,  el  picor  local  y 
dolor,  y la  duración  de  las  lesiones  en  comparación  con  el 
grupo  que  recibió  placebo.  Sin  embargo,  en  los  casos  de 
herpes  genital  recidivante  se  encontró  una  reducción  de  la 
excreción  del  virus,  pero  no  tuvo  efecto  en  los  síntomas 
locales  en  el  hombre  ni  en  la  mujer.  No  tiene  efecto  alguno 
sobre  la  frecuencia  de  la  recidiva  clínica  en  el  primario  ni  en  el 
recurrente.  No  ocurre  absorción  sistémica  del  medicamento 
después  de  su  uso  local.18 

Este  medicamento  aún  no  está  disponible  por  vía  oral 
para  la  venta  al  público;  pero  pronto  lo  estará;  y por  ello  se 
debe  mencionar  que  los  estudios  preliminares  sugieren  que  la 
excreción  del  virus  se  disminuye,  y que  el  tiempo  de  forma- 
ción de  la  costra  y cicatrización  también  están  disminuidos. 
Además,  la  formación  de  lesiones  nuevas  se  evita  efectiva- 
mente en  el  caso  de  infección  primaria  y recurrente.  Por  lo 
tanto,  es  probable  que  acorte  el  curso  en  ambos  casos.19  20 

Acyclovir  endovenoso  en  pacientes  con  herpes  simplex 
genital  disminuye  la  duración  y la  severidad  del  ataque 
primario.21 

La  resistencia  a acyclovir  se  ha  encontrado  que  es 
mediado  por  dos  locus  genéticos  en  el  genoma  del  virus 
herpes:  la  kinasa  de  timidina  y la  polimerasa  del  ADN.22 

Podríamos  resumir  que  el  uso  de  acyclovir  en  herpes 
mucocutáneo  está  claramente  indicado  en  pacientes  inmuno- 
suprimidos,  en  pacientes  con  herpes  ocular  que  no  respondan 
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al  tratamiento  usual,  y en  pacientes  con  herpes  genital 
cuando  está  disponible  por  vía  oral.  Algunas  de  sus  aplicacio- 
nes requieren  estudios  con  un  número  mayor  de  pacientes. 

Summary:  Acyclo-Guo,  9-(2-hydroxyethoxymethyl)  gua- 

nine (Acyclovir  R)  is  an  acyclic  purine  nucleoside  that  is  availa- 
ble for  topic,  intravenous,  and  very  soon  oral  use.  This  drug 
shows  effectiveness  in  immunocompromised  patients  with 
mucocutaneous  herpes  if  it  is  administered  intravenously, 
patients  with  herpes  keratitis  that  do  not  respond  to  the  usual 
topic  treatment,  and  patients  with  primary  or  secondary  herpes 
genitalis  when  the  oral  medication  is  administered.  The  side 
effects  are  minimal  when  it  is  used  carefully. 
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Diarreas  del  Viajero 
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Resumen:  Las  diarreas  del  viajero  se  caracterizan  por 

comenzar  de  cuatro  a seis  dias  luego  del  visitante  arribar  al 
país  de  destino.  Múltiples  organismos  han  sido  implicado  en 
esta  entidad  entre  ellos:  E.  coli  toxigénico,  Salmonella,  Shige- 
lla, Giardia,  Amoeba  y otros.  La  frecuencia  con  que  se  aíslan 
estos  organismos  varía  de  acuerdo  al  país  visitado,  el  lugar  de 
procedencia  del  viajero  y a la  comida  que  ha  sido  ingerida. 
Existen  diversos  estudios  norteamericanos  sobre  profilaxis 
donde  medicamentos  tales  como:  doxiciclina,  trimethoprim- 
sulfamethoxazole  y Peptobismol  han  sido  utilizados  con  efica- 
cia. Sin  embargo,  un  área  que  preocupa  es  el  peligro  de  inducir 
organismos  multiresistentes.  Finalmente,  se  debe  enfatizar  en 
todo  viajero  el  aspecto  de  prevención;  evitando  el  consumo  de 
vegetales,  frutas  ya  peladas,  agua,  hielo,  u otras  bebidas  no 
embotelladas. 

La  diarrea  es  uno  de  los  problemas  que  más  afectan  al 
viajero;  y aparte  de  las  quemaduras  causadas  por  el  sol, 
quizás  sea  la  causa  mayor  de  morbilidad  en  los  turistas. 

La  probabilidad  de  un  norteamericano  desarrollar  dia- 
rrea al  visitar  Méjico  es  de  aproximadamente  un  40%.  Se 
calcula  que  cerca  de  tres  millones  de  personas  viajan  anual- 
mente de  Estados  Unidos  a Méjico1 2 reflejando  así  la  impor- 
tancia de  esta  entidad. 

Durante  años  esta  enfermedad  ha  recibido  varios  nom- 
bres tales  como:  “Gipsy  Tummy”,  “Delhi  Belly”,  “Venganza 
de  Montezuma”,  Rangoon  Runs”,  “Hong  Kong  Dog”, 
“Tokyo  Trots”  y “The  Trosky”,  este  último  es  un  término 
reciente  refiriéndose  a las  diarreas  adquiridas  en  la  Unión 
Soviética  y cuya  etiología  es  Giardia  lambdia. 

Definición 

El  viajero  rara  vez  tiene  problemas  durante  los  primeros 
tres  días  de  llegada  al  país  visitado.  Las  diarreas  comienzan 
después  de  cuatro  a seis  días  en  adelante.  Sin  embargo,  se  han 
descrito  casos  de  diarreas  hasta  quince  días  después  del  via- 
jero regresar  a su  hogar.2  Las  diarreas  del  viajero  han  sido 
descritas  como  excretas  acuosas,  que  se  caracterizan  por  un 
aumento  de  tres  a cuatro  veces  el  número  usual  de  deposicio- 
nes fecales  de  un  individuo  y que  pueden  acompañarse  de 
malestar,  anorexia,  cólicos,  náuseas,  vómitos,  fiebre  y escalo- 
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fríos.  Su  duración  aproximada  es  de  tres  a cinco  días,  y la 
excreta  rara  vez  contiene  sangre  o mucosidad. 

Gorbach  y Hoskins2  analizaron  los  síntomas  de  unos 
estudiantes  norteamericanos  afectados  con  diarrea  mientras 
estudiaban  en  Méjico;  y encontraron  que  los  síntomas  más 
frecuentemente  asociados  con  las  diarreas  son  los  siguientes: 


SINTOMAS 

% 

gases 

79 

fatiga 

74 

calambres 

68 

náuseas 

61 

fiebre 

56 

dolor  abdominal 

55 

anorexia 

53 

dolor  de  cabeza 

39 

escalofríos 

38 

dolor  de  espalda 

35 

mareo 

34 

vómitos 

29 

malestar 

24 

artralgia 

23 

Epidemiología 

Para  determinar  el  agente  etiológico  de  la  diarrea  es 
importante  conocer,  tanto  el  destino  del  viajero  como  su 
lugar  de  origen,  debido  a que  ocurre  un  predominio  de  ciertos 
organismos  en  determinadas  áreas  geográficas. 

Los  norteamericanos  que  visitan  países  del  trópico  o paí- 
ses en  desarrollo  tienen  grandes  probabilidades  de  desarro- 
llar diarrea.  Ejemplos  de  estos  países  son  Méjico,  Perú,  El 
Salvador,  Africa,  países  del  Mediterráneo,  países  del  Lejano 
Oriente,  Irán,  Egipto  y otros.  Se  ha  podido  comprobar  que 
un  clima  cálido  no  es  el  único  factor  determinante,  ya  que  la 
incidencia  de  diarrea  es  baja  en  las  personas  que  viajan  a 
Miami,  Hawaii  y países  del  Trópico. 

Se  ha  observado  una  mayor  tendencia  de  desarrollar  dia- 
rrea en  los  jóvenes  turistas;2  disminuyendo  la  incidencia  con 
la  edad.  Aunque  no  se  ha  podido  encontrar  una  correlación 
entre  la  diarrea  y algún  tipo  de  comida  o bebida,  se  dice  que  el 
riesgo  es  mayor  al  comer  en  restaurantes  o comedores  que  el 
comer  en  casas  privadas.3 

Curiosamente  esta  condición  se  puede  observaren  perso- 
nas que  viajan  de  un  área  de  alto  riesgo  a una  de  bajo  riesgo. 
En  este  grupo  de  pacientes,  los  virus  son  el  agente  causal  más 
frecuentemente  asociados  a las  diarreas. 

Etiología 

El  organismo  más  comúnmente  asociado  con  las  diarreas 
de  viajero  es  Escherichia  coli  enterotoxigénica;4  6 seguido  de 
otros  organismos  como  Shigella,  Salmonella,  Virus,  Giardia  y 
Entoamoeba  histolítica.1  Existe  además  un  porciento  alto  en  el 
cual  no  se  encuentra  o no  se  diagnostica  el  organismo  causal. 

A la  E.  coli  enterotoxigénica  podemos  clasificarla  en  tres 
grupos  según  su  toxina:  las  que  producen  LT  (Heat-Labile 
Toxin),  las  que  producen  ST  (Heat-Stable  Toxin),  y las  que 
producen  ambas  toxinas.2  7 8 9 
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Estas  toxinas  tienen  varias  características  que  las  distin- 
guen entre  sí.  La  toxina  LT es  una  proteína  cuyo  peso  molecu- 
lar aproximado  es  de  102,000  d.  Esta  toxina  es  antigénica- 
mente  parecida  a la  toxina  de  cólera  y tiene  una  acción  más 
lenta  si  se  compara  con  la  enterotoxina  ST.  Laenterotoxina 
(ST)  es  ur.  polipéptido  de  bajo  peso  molecular  (5,000  d)  y 
pobremente  antigénica. 

El  mecanismo  de  acción  de  estas  toxinas  es  mejor  cono- 
cido para  LT  debido  a su  parecido  con  la  toxina  que  produce 
el  Vibrio  cholera.  Su  funcionamiento  estriba  en  estimular  la 
adenil  ciclasa  causando  un  aumento  en  el  AMP  cíclico  y ésto 
a su  vez  causa  la  secreción  de  CL~,  Na+  y HCO,’.  Aunque 
para  la  toxina  ST  no  se  conoce  el  mecanismo  de  acción,  se 
sabe  que  estimula  la  ciclasa  de  guanilato  (guarníate  cyclase) 
produciendo  un  aumento  en  GMP  cíclico.10 

Se  le  ha  dado  mucho  énfasis  a la  presencia  de  unos  pili  o 
factores  de  colonización.11  12  Estudios  recientes  no  corrobo- 
ran estos  hallazgos.  Sin  embargo,  no  se  descarta  la  existencia 
de  un  factor  parecido  o de  otras  propiedades  en  la  superficie 
del  E.  coli  que  ejerzan  esta  función  de  virulencia. 

Recientemente  se  ha  descubierto  que  el  mismo  plásmido 
que  contiene  la  información  para  la  resistencia  de  antibióti- 
cos posee  la  información  para  la  enterotoxina.  Esto  puede 
traer  un  aumento  en  la  resistencia  de  antibióticos  en  pacientes 
que  puedan  se  portadores.13 

Ultimamente  se  ha  considerado  la  creación  de  una 
vacuna,  la  cual  puede  ser  dirigida  a las  toxinas  o a estos 
factores  colonizantes;  pero  para  esto,  es  necesario  que  se 
caractericen  mejor  las  cepas  de  E.  coli  toxigénica  y así  poder 
aislar  un  antígeno  adecuado  para  la  vacuna.  Si  esta  vacuna  se 
lograra,  sería  de  gran  provecho  tanto  para  los  turistas  como 
para  los  infantes  que  sufren  diarreas  producidas  por  estos 
organismos. 

Salmonella,  otro  de  los  organismos  asociados  con  las 
diarreas  del  viajero,  presenta  un  periodo  de  incubación  de  6a 
48  horas  aunque  se  ha  observado  latencia  de  7 a 12  días.  Los 
síntomas  iniciales  que  produce  son  náuseas  y vómitos  segui- 
dos de  diarrea  y calambres  abdominales.  La  diarrea  dura  de  3 


a 4 días  y es  acompañada  de  fiebre  en  un  50%  de  los  pacientes. 
El  dolor  está  localizado  en  el  área  periumbilical  o en  el 
cuadrante  inferior  derecho.  El  sitio  de  ataque  es  mayormente 
en  el  íleo  terminal.  La  presencia  de  células  inflamatorias  en 
las  heces  fecales  de  pacientes  con  Salmonella  no  es  frecuente. 

Otro  organismo  común  es  Shigella,  el  cual  produce  una 
enfermedad  aguda.  La  transmisión  usual  es  de  persona  a 
persona,  aunque  se  han  documentado  casos  donde  la  trans- 
misión ha  sido  por  comida  y/o  bebidas  contaminadas.  Las 
cepas  más  comunes  en  el  trópico  son  la  S.  flexneri  seguida 
por  la  S.  sonnei  (lo  contrario  ocurre  en  E.U.  y Europa).  Lo 
más  característico  de  estas  diarreas  es  su  naturaleza  exuda- 
tiva. Aproximadamente  de  un  30  a un  50%  de  estas  poseen 
sangre  y células  blancas  polimorfonucleares.  El  dolor  se  loca- 
liza en  el  abdomen  bajo  y el  paciente  experimenta  tenesmo. 

Los  anteriores  son  tres  de  los  organismos  más  común- 
mente asociados  con  las  diarreas  del  viajero,  pero  si  visitamos 
la  Unión  Soviética  debemos  pensar  en  Giardia;  en  Japón,  el 
Vibro  parahe  molí  tic  o\  y en  Méjico,  Islas  del  Caribe  y Sur 
América,  Ameoba.  La  Tabla  I resume  las  características 
clínicas  asociadas  con  las  diarreas  según  el  patógeno  implicado. 


Fuente  de  Infección 

Varios  estudios  han  demostrado  que  es  necesario  un  ino- 
culo de  108  a 1010  organismos  para  causar  la  condición,  loque 
hace  poco  probable  que  el  agua  sea  la  mayor  fuente  de 
infección.2  14 

En  estudios  efectuados  en  una  universidad  mejicana,  se 
encontró  que  la  fuente  de  infección  era  la  comida.  Se  observó 
además  que  la  bebida  o la  comida  seleccionada  es  menos 
importante  que  la  selección  del  lugar  donde  se  come.  Lo 
curioso  es  que  aquellos  viajeros  que  tomaron  precauciones 
como  no  tomar  agua  (tap  water),  y comer  frutas  o vegetales  no 
disminuyeron  el  riesgo  de  adquirir  la  enfermedad  y por  el 
contrario,  en  los  que  tomaron  más  precauciones  hubo  una 
incidencia  mayor.2 


TABLA  I 


Características  Clínicas  de  la  Diarrea 

Intestino  Delgado 

Colon 

Patógeno 

E.  col  i (L  t/st) 

E.  coli  (invasivo) 

V.  cholera 

Shigella 

Reovirus 

Panouvirus 

Giardia 

Amebiasis 

Localización 

Periumbilical 

Ambos  cuadrantes  inferiores 

del  dolor 

del  abdomen  y el  recto 
(disentería) 

Volumen  heces  fecales 

Grandes  cantidades 

Pequeñas  cantidades  acompa- 

de  deposiciones 

ñada  de  mucosidad  y en 
ocasiones  de  sangre 

Proctoscopía 

Normal 

Ulceras  en  la  mucosa 
gastrointestinal,  hemorrágicas 
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Como  Efectuar  el  Diagnóstico 

El  diagnóstico  etiológico  se  puede  hacer  de  varias  formas, 
pero  el  historial  del  paciente  en  la  mayoría  de  los  casos  nos  da 
el  diagnóstico. 

Se  pueden  separar  los  patógenos  según  el  área  gastrointes- 
tinal afectada.  E.  coli,  los  virus  y Giardia  atacan  mayormente 
el  intestino  delgado  y presentan  características  como  diarreas 
acuosas,  vómitos,  dolor  periumbilical  y en  la  excreta  no  hay 
sangre  ni  polimorfonucleares;15  16  17  18  mientras  que  E.  coli- 
invasiva,  Campi/obacter,  Shigella  y Amoeba  atacan  el  intes- 
tino grueso  causando  tenesmo  y las  heces  fecales  se 
caracterizan  por  la  presencia  de  células  rojas  y polimorfonu- 
cleares. Salmonella  posee  características  de  ambos  grupos, 
invade  el  íleo  y causa  la  secreción  de  líquidos  responsables  de 
las  diarreas  líquidas. 

Profilaxis  y Tratamiento 

El  campo  de  profilaxis  ha  tomado  gran  importancia 
debido  a la  magnitud  del  problema.  Esta  ha  sido  objeto  de 
debate  debido  a que  muchas  de  las  quemoprofilaxis  están 
basadas  en  pruebas  no  controladas  y en  experiencias  anecdo- 
tales,  aunque  se  han  efectuado  varios  estudios  controlados.1 2 

20  21  22  23 

Una  variedad  de  antibióticos  ha  sido  utilizados  para  pre- 
venir la  diarrea  del  viajero,  entre  ellos  se  encuentra  neomicina 
(1  gm  diario);  phthalysulfathiazole,  una  sulfonamida  no  absor- 
bióle (2  gm  diario);  y streptotriad,  que  es  una  mezcla  de  3 
sulfonamidas  (sulfamidina,  sulfatiazole  y sulfadiazine),  Ente- 
rovioform,  Doxiciclina  y Trimethoprim-sulfamethoxazole 
(TMP-SMX). 

El  agente  que  con  mayor  éxito  se  ha  utilizado  es  doxici- 
clina,21 22  una  tetraciclina  de  un  espectro  de  acción  amplio, 
que  posee  una  media  vida  larga  y que  se  concentra  en  el 
intestino.  Doxiciclina  es  una  de  las  tetraciclinas  más  caras 
(aproximadamente  un  dólar  por  cada  cápsula)  y comparte  la 
misma  toxicidad  de  las  otras.  Un  85%  de  las  E.  co//enterotoxi- 
génicas  son  sensitivas  a este  agente.  No  se  excreta  por  el  riñon 
ni  por  el  hígado,  por  lo  tanto  no  se  tiene  que  ajustar  la  dosis  si 
la  función  de  estos  órganos  se  afecta.  La  dosis  recomendada 
es  de  100  mg  diarios  por  3 semanas.  Alrededor  de  un  6%  de 
los  turistas  que  tomaron  doxiciclina  desarrollaron  diarrea, 
comparando  con  un  43  a un  62%  del  grupo  placebo. 

Otro  antibiótico  que  ha  sido  utilizado  con  una  respuesta 
favorable  es  trimethoprim-sulfamethoxazole,23  el  cual  se  reco- 
mienda se  utilize  en  unas  dosis  de  160  mg  de  trimethoprim  y 
800  mg  de  sulfamethoxazole  dos  veces  al  día  por  un  período 
de  2 semanas  hasta  de  1 a 2 días  prolongando  la  terapia 
después  de  que  el  turista  regrese  a su  hogar.23  Utilizando 
TMP-SMX,  solo  2%  de  los  pacientes  desarrollaron  diarrea, 
comparado  con  un  33%  del  grupo  placebo. 

El  uso  de  estos  medicamentos,  doxiciclina  y trimethoprim- 
sulfamethoxazole  (TMP-SMX),  trae  consigo  varios  proble- 
mas reales  y potenciales: 

1 . El  uso  de  antibiótico  puede  inducir  resistencia  en  las  bacte- 
rias de  la  flora  intestinal  del  individuo.  Esta  resistencia 
puede  entonces  ser  transmitida  a otros  organismos  como 
Shigella  y Salmonella. 

2.  La  flora  intestinal  normal  provee  protección  en  contra  de 
invasores  como  Salmonella  y Shigella,  por  lo  tanto,  sise 
suprime  puede  ocurrir  un  aumento  en  la  incidencia  de 
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estas  infecciones  luego  del  paciente  regresar  a su  casa. 

3.  En  varias  áreas  del  mundo  ya  hay  una  alta  resistencia  a 
este  antibiótico. 

4.  Los  efectos  secundarios  de  las  tetraciclinas  incluye  náu- 
sea, dolor  abdominal  y diarrea.  Pueden  ser  responsables 
de  fotosensitividad  de  la  piel  y de  la  producción  de  vagini- 
tis por  Candida.  La  TMP-SMX  puede  causar  reacciones 
tales  como:  erupciones  de  la  piel,  el  síndrome  de  Steven- 
Johnson,  aplasia  de  la  médula  ósea  y colitis  asociada  al 
uso  de  antibiótico. 

El  otro  medicamento  utilizado  ha  sido  bismuto  de  subsali- 
cilato  (Peptobismol),  el  cual  en  un  estudio  efectuado  en  Méjico 
se  observó  que  sólo  un  23%  de  los  pacientes  desarrollaron 
diarrea  comparado  con  un  61%  del  grupo  placebo.1 

En  estos  pacientes  se  utilizó  una  dosis  de  60  cc  (2  oz)  cuatro 
veces  al  día  por  tres  semanas).  La  protección  se  prolonga  hasta 
varios  días  después  de  continuar  el  medicamento.  Los  pacien- 
tes no  desarrollaron  complicaciones  con  este  medicamento. 

Estudios  experimentales  sugieren  que  es  el  subsalicilato  no 
el  bismuto,  el  componente  activo,  ya  que  el  bismuto  subcarbo- 
nado se  había  utilizado  anteriormente  sin  resultados  positi- 
vos. El  mecanismo  que  se  sugiere  para  el  subsalicilato  es  que 
este  componente  posee  un  efecto  antiprostaglandínico. 

Todavía  falta  por  investigar  la  dosis  de  protección 
mínima,  debido  a que  los  60  cc  fueron  tomados  arbitraria- 
mente y esta  dosis  representa  una  botella  de  Peptobismol 
diaria. 

Sobre  el  tratamiento  de  la  condición,  lo  más  importante  es 
la  rehidratación  del  paciente.  El  tratamiento  antimicrobiano 
sólo  tiene  un  papel  secundario  debido  a que  la  mayoría  de  las 
enfermedades  son  limitantes  por  sí  misma. 

Aunque  una  deshidratación  severa  es  rara,  el  paciente 
debe  ser  observado  para  esta  complicación;  al  igual  que  se 
deben  prevenir  los  desbalances  electrolíticos.  La  diarrea  tiende 
a producir  una  pérdida  excesiva  de  HC03'  y K+,  desarrollán- 
dose una  acidosis  metabólica-hipocalcémica. 

Los  pacientes  se  pueden  rehidratar  oralmente  mezclando 
en  un  litro  de  agua:  1/4  cucharadita  de  KCL,  1/2  cucharadita 
de  NaHCO,,  1/2  cucharadita  de  NaCL,  y 2 cucharadas  de 
azúcar  o 4 cucharadas  de  sucrosa. 

Es  importante  en  el  tratamiento  descartar  otras  condicio- 
nes que  sí  necesitan  tratamiento  con  antibiótico,  como  Amoe- 
biasis,  Shigella  y Giardia. 

Recomendaciones 

El  área  más  importante  de  la  enfermedad  es  la  prevención, 
por  lo  tanto,  se  deben  tomar  en  consideración  los  siguientes 
puntos:2  9 

1.  Se  debe  comer  comidas  bien  cocidas  y que  sean  servidas 
hirviendo  (una  comida  después  de  ser  cocida  se  puede 
contaminar). 

2.  Debe  ingerir  bebidas  embotelladas  que  usualmente  son 
seguras,  aunque  se  debe  de  limpiar  bien  la  boca  de  la 
botella. 

3.  Las  frutas  deben  ser  peladas  por  la  misma  persona. 

4.  Todo  vegetal  debe  ser  considerado  contaminado  y tam- 
bién su  aderezo. 

5.  La  leche  debe  ser  considerada  contaminada,  por  lo  tanto 
debe  hervirse. 

6.  No  se  debe  consumir  de  vendedores  ambulantes  o restau- 
rantes pequeños. 
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7.  Evite  tomar  agua  así  también  el  hielo.  Se  debe  usar  agua 
mineral. 

8.  El  café  y el  té  usualmente  son  seguros  de  ingerir,  pues  al 
hervirse  se  destruye  el  patógeno. 

Summary:  Multiple  organisms  had  been  associated  with 

the  traveler's  diarrhea;  a disease  characterized  by  star- 
ting four  to  six  days  after  the  tourist  has  arrived  his  destiny. 
Organisms  such  as:  toxigenic  E.  coli,  Salmonella,  Shigella, 
Giardia,  Amoeba  among  others  have  been  isolated  from 
the  stools;  it’s  specific  frequency  varying  from  patient  to 
patient  according  to  the  tourist’s  destiny,  place  of  origin, 
and  ingested  foods.  Several  studies  have  demonstrated  the 
efficacy  of  antibiotic  prophylaxis,  but  the  emergence  of 
multiresistant  organisms  still  worries.  An  area  that  deserves 
emphasis  is  prevention  by  avoiding  such  things  as  drin- 
king water,  or  any  drink  with  ice,  vegetables,  and  peeled 
fruits. 
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SEGUROS  DE  SERVICIO 
DE  SALUD 

DE  PUERTO  RICO,  INC. 


Quienes  saben  de  salud 
confían  la  suya 
a Triple-S. 


A la  hora  de  escoger 
un  plan  de  salud,  la 
mayoría  de  los 
empleados  de 
hospitales  prefieren 
Triple-S. 

Ellos  saben  lo  que  necesitan  en  un  plan 
de  salud  y escogen  Triple-S.  Tú,  que  quieres 
una  buena  protección  para  tu  familia,  fíjate 
que  quienes  saben  de  salud  confían  en  Triple-S. 
TRIPLE-S  ES,  SALUD,  SALUD,  SALUD. 


Los  empleados  de  los  siguientes  hospitales 
seleccionaron  Triple-S  como  su  plan: 


AREA  METROPOLITANA 

Hospital  Ashford  Memorial 
(antes  Presbiteriano) 

Hospital  Auxilio  Mutuo 

Hospital  De  Diego 

Clínica  Fernández  García 

Doctor's  Hospital 

Hospital  Dr.  I González  Martínez 

Hospital  El  Maestro 

Hato  Rey  Psychiatric  Hospital 

(Clínica  Julia) 

Hospital  Metropolitano 

Hospital  Mimiya 

Hospital  San  Carlos 

Hospital  San  Jorge 

Hospital  San  Martín 

Hospital  Matilde  Brenes,  Bayamón 

Hospital  San  Pablo,  Bayamón 


ISLA 

Clínica  Font,  Cayey 
Clínica  San  Rafael,  Caguas 
Hospital  Dr.  Gubem,  Fajardo 
Hospital  Dr.  Pila,  Ponce 
Hospital  San  Lucas,  Ponce 
Hospital  El  Buen  Pastor,  Arecibo 
Hospital  Font  Martelo,  Humacao 
Hospital  Nuestra  Sra.  del  Rosario, 
Vega  Baja 

Hospital  Dr.  Alejandro  Buitrago, 
Guayama 

Hospital  Santa  Rosa.  Guayama 


Foro  de  medicina  nuclear 


Metastatic 

Pheochromocytoma: 
“Cold”  Lesions  in 
Bone  Scan 


borders.  The  left  renal  pelvis  showed  retention  of  the 
material. 

A whole  body  scan  (67  Ga)  revealed  considerable  activity 
in  the  colon  obscuring  much  of  the  abdominal  region.  The 
descending  colon  presented  a concavity  suggesting  external 
pressure. 

Computed  tomogram  of  the  abdomen  revealed  a large 
mass  with  mixed  attenuation  values  in  the  left  iliac  fossa  with 
intra  and  extra  pelvic  components  and  osseous  destruction  of 
the  iliac  bone.  The  mass  extends  from  the  left  iliac  fossa  along 
the  right  posterolateral  retroperitoneum  to  a level  about  L3- 
L4. 


Magda  Costa,  MD 
Julio  V.  Rivera,  MD 

Case  Summary 

A 64  year  old  male  was  admitted  on  August  10,  1982, 
with  a history  of  low  back  pain  of  six  months  duration 
that  was  diffuse,  related  to  movement  and  more  marked  on  the 
left  iliac  crest  area.  Prior  to  this  admission,  he  also  started 
presenting  episodes  of  high  blood  pressure  and  noted  a 
weight  loss  of  approximately  23  pounds.  He  has  history  of  left 
adrenal  pheochromocytoma  removal  in  1973. 

Physical  examination  revealed  a well  developed  male. 
Blood  pressure,  135/85  mm  Hg;  pulse,  1 16/min.;  temperature, 
98.2°F.  Heart  examination  revealed  a grade  2/VI  systolic 
ejection  murmur  along  the  left  sternal  border.  Tenderness  in 
lumbosacral  area,  left  iliac  crest  and  decreased  range  of 
motion  were  found. 

Pertinent  laboratory  data  included  a serum  calcium  of 
12.6  mg/dl,  inorganic  phosphate  of  2.8  mg/dl,  and  thrombo- 
cytosis. Urinary  vanillyl  mandelic  acid  was  25  mg/24  hrs.  and 
catecholamines  were  550  mg/24  hrs. 

Radiographic  examination  of  the  lumbosacral  spine 
revealed  a lytic  lesion  at  the  left  iliac  crest,  generalized 
osteoporosis  and  a compression  fracture  at  L4. 

Bone  scan  ("m  Tc  medronate),  (Fig.  l.a)  revealed  two 
abnormal  sites  of  localization.  One  was  located  in  L4  and  the 
other  ala  of  the  left  iliac  bone.  Both  lesions  characterized  by  a 
central  clear  zone  and  markedly  increased  localization  in  the 


From  the  Nuclear  Medicine  and  Medical  Services,  Veterans  Administration 
Medical  and  Regional  Office  Center  and  the  Nuclear  Medicine  Section, 
Department  of  Radiological  Sciences,  University  of  Puerto  Rico,  School  of 
Medicine,  San  Juan,  Puerto  Rico. 


Figure  1.  a.  Skeletal  scan  ( ggm  Tc  medronate)  shows  abnormal  foci  of 
localization  in  the  fourth  lumbar  vertebra  and  the  left  iliac  crest. 

Discussion 

Despite  the  excellent  resolution  and  fine  shading  of 
skeletal  detail  that  X rays  can  provide,  there  is  a continuing 
interest  in  other  modes  of  diagnostic  examination  for  bone 
lesions  and  this  is  due  to  X rays  shortcoming  of  distinguishing 
differences  in  bone  density.  There  must  exist  a 30%  to  50% 
decrease  in  bone  density  before  it  is  apparent  in  X rays.1 

For  primary  bone  tumors,  radionuclide  bone  scanning 
demonstrates  local  extent,  second  lesions,  and  metastases, 
this  method  being  more  sensitive  than  skeletal  radiography/ 
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Metastatic  Pheochromocytoma:  "Cold"  lesions  in  Bone  Scan 


b.  Regional  view  of  the  pelvis  better  demonstrates  that  both  lesions  are 
characterized  by  photon  deficient  centers  and  “hot”  borders  (arrows). 


For  bone  scanning  the  TC  99m  P radiopharmaceuticals 
are  currently  the  agents  of  choice  because  their  availability 
and  high  specificity  for  bone.  Two  major  factors  that 
influence  the  localization  of  the  Tc  99m-diphosphonates  in 
bone  are  the  regional  bone  blood  sypply  and  the  rate  of  bone 
turnover.  Images  become  abnormal  when  either  or  both  of 
these  interrelated  processes  are  significantly  altered  by 
disease. 

Most  tumor  metastases  destroy  bone  and  incite  formation 
of  reactive  bone.  This  includes  the  production  of  hydro- 
yapatite  crystals  and  it  is  with  these  crystals  that  interaction 
of  tracer  occurs  forming  the  basis  of  bone  scanning.5  After 
the  bone-seeking  substance  reaches  the  diseased  bone  surface 
ion  exchange  between  tracer  and  bone  occurs.  Increased 
permeability  of  the  capillary  endothelium  in  the  region  of  the 
lesion  facilitates  diffusion  within  the  bone. 

The  “cold”  lesions  in  the  bone  scan  of  our  patient  is  not 
an  usual  finding,  the  mechanism  of  “cold”  defects  is  not 
known.  One  explanation  is  interference  of  vascular  supply  to 
the  involved  bone.  On  bone  scintigraphy  of  patients  with 
metastatic  neoplastic  disease  where  there  is  marked  destruc- 
tion of  bone,  with  no  bone  reaction  and  or  decreased 
vascularity,  “cold”  defects  may  be  demonstrated.  One  might 
speculate  that  the  vascular  supply  to  the  bone  is  compromis- 
ed due  to  extensive  packing  of  the  bone  marrow  by  malignant 
cells.6 

Bone  scans  showing  cold  defects  secondary  to  metastatic 
disease  are  uncommon.  Georgen,  et  al.,  in  1974  reported 
several  instances  of  a bone  scan  showing  photon-deficient  or 
“cold”  lesions.  These  abnormalities  were  described  in  five 
patients  with  metastatic  disease,  in  one  with  sickle  cell-C 
disease  and  in  one  patient  with  necrosis  of  the  bone.7  Gilday, 
et  al.,  studied  forty-nine  patients  with  neuroblastomas 
showing  positive  skeletal  findings  in  bone  scans  and  only  one 
patient  showed  multiple  “cold”  lesions.8  Sy,  et  al.,  encountered 
only  nine  instances  among  more  than  three-hundred  bone 
scans  performed  at  their  institution.  “Cold”  lesions  in 
metastatic  pheochromocytomas  as  seen  in  our  case,  are  not 
reported  in  the  available  literature.  Taking  in  account  that 
both  tumors,  neuroblastomas,  and  pheochromocytomas, 
arise  from  the  same  cell  we  can  speculate  a similar  behavior. 
The  production  by  these  tumors  of  vasoactive  substances 
may  alter  the  local  delivery  of  the  tracer  resulting  in  the“cold” 
defects  seen  on  scintigraphy.9 
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On  the  Present  and 
Future  of  Cardiology 
in  Puerto  Rico* 

José  M.  Torres-Gómez,  M.D.,  F.A.C.P. 

I have  been  asked  to  convey  to  you  my  thoughts  on  the 
present  and  future  of  our  cardiology.  Therefore,  you 
will  not  hear  of  our  past  and,  since  I have  been  assigned  20 
minutes  for  this  task,  I will  just  give  a bird’s  eye  view  of  the 
present.  1 intend  to  dwell  mostly  on  the  future,  what  interests 
us  most,  not  so  much  the  future  as  it  may  be  envisioned  (after 
all,  I am  not  a prophet),  but  the  one  that,  in  my  opinion,  we 
should  try  to  create. 

More  than  60  years  have  elapsed  since  Dr.  Manuel  de  la 
Pila  Iglesias,  in  his  clinic  at  Ponce,  interpreted  the  first  electro- 
cardiogram taken  in  Puerto  Rico.  Since  then,  we  have  made 
unbelievable  advances  in  the  field  of  cardiology.  We  have 
been  able  to  follow,  at  a relatively  close  distance,  the  progress 
made  in  United  States,  and  I would  venture  to  say  that,  with 
rare  exceptions,  our  lagging-behind  time  has  been  closer  to  5 
than  to  10  years. 

At  present,  we  have  70  formally-trained  cardiologists,  9 
cardiovascular  surgeons  that  I know  of,  over  15  pediatric 
cardiologists,  and  an  also  adequate  number  of  nuclear  medi- 
cine and  radiology  experts  in  this  branch  of  medicine.  Where 
we  lack  quantity  and  mostly  quality  is  in  the  allied  branches, 
especially  the  personnel  we  need  for  the  immediate  post- 
operative and  post-infarction  care.  Neither  have  we  establis- 
hed an  efficient  Emergency  Medical  Rescue  System,  and  the 
community  CPR  program  undertaken  by  the  Puerto  Rico 
Heart  Association  is  for  from  reaching  its  goal.  We  have 
failed  as  physicians  and  as  citizens  to  alert  our  community  on 
the  needed  improvement.  These  items  should  be  included  in 
our  future  agendas. 

Although  we  could  use  more,  we  have  a fairly  good 
number  of  institutions  where  Sections  of  Cardiology  and 
Centers  for  Diagnosis  and  Treatment  have  been  organized 
and  are  in  operation.  We  have  the  most  modern  of  Coronary 
Care  Units.  We  have  the  most  sophisticated  equipment  at  our 
disposal.  We  can  perform  echocardiograms  and  exercise  tests 
of  all  sorts,  angiocardiography  unlimited,  and  catheterizations 
of  every  possible  site  including  Bundle  of  His  studies.  Holter 


* Address  deli  vered  at  the  First  Puertorrican  Congress  of  Cardiology,  San 
Juan.  Puerto  Rico,  April  9,  1983. 


monitoring  is  the  order  of  the  day,  and  nuclear  medicine  tech- 
niques are  expertly  applied  daily.  MUGA  studies  are  done 
today  as  frequently  as  I used  to  perform  cardiac  fluroscopies 
in  the  fifties. 

We  avail  ourselves  of  phonocardiography,  echocardio- 
graphy (M  mode,  2D),  apex  cardiograms  and  carotid  pulse 
tracings,  present  day  technology  has  supplanted,  much  to  my 
chagrin,  cardiac  fluoroscopy. 

In  other  words,  in  spite  of  our  limited  economic  resour- 
ces, we  have  gathered  the  means  to  diagnose  practically  every 
known  cardiovascular  disease,  are  able  to  make  sound  inves- 
tigations, and  are  able  to  treat,  medically  or  surgically,  all 
sorts  of  cardiovascular  ills.  We  may  be  limited  in  the  correc- 
tion of  multiple  complex  cardiac  defects  in  the  infant  and  the 
newborn,  and  in  the  surgical  correction  of  certain  refractory 
arrhythmias  which  depend  on  detailed  epicardial  and  endo- 
cardial excitation  mapping.  We  have  not  become  involved  in 
cardiac  transplantation,  for  which  I have  no  regrets. 

Where  should  we  go  from  here?  What  should  be  our  next 
reachable  goals?  From  the  viewpoint  of  disease,  I think  they 
mainly  lie  in  the  field  of  prevention.  This  will  be  a formidable 
task  for  it  involves  not  only  informing  the  people  how  heart 
disease  is  prevented,  but  also  requesting  them  to  change  their 
habits,  forget  their  vanities  and  quell  their  desire  for  pleasure 
today  no  matter  what  happens  tomorrow.  We  must  convince 
the  adult  and  the  adolescent  that  to  accomplish  anything 
worthy  in  this  life,  one  can  only  achieve  it  through  sweat, 
work,  and  self-sacrifice.  The  paternalistic  philosophy  of  our 
governments  will  not  help  us  in  this  regard.  It  will  continue  to 
blunt  the  sense  of  individual  responsibility  in  our  people. 
Time  and  money,  as  usual,  will  continue  to  be  strong  limiting 
factors. 

So,  what  can  we  do  with  the  hypertensive?  Although  we 
have  made  tremendous  advances  in  the  control  of  this  dis- 
ease, we  still  could  do  much  better.  The  problem  is  no  longer 
the  disease;  the  problem  is  the  patient.  As  long  as  he  keeps  on 
listening  the  television  “experts”  and  becomes  the  sole  inter- 
preter of  what  he  reads  in  the  Medicine  Section  of  Time,  he 
will  continue  to  treat  himself.  I do  not  have  to  remind  you 
that  60  to  65%  of  our  patients  fall  into  this  category.  We  must 
convince  them  that  their  confidence  is  to  be  placed  in  their 
physicians  and  in  no  one  else. 

We  must  continue  to  emphasize  the  value  of  an  adequate 
dose  of  penicillin  at  the  appropriate  time  in  streptococcal 
pharyngitis.  It  can  represent  a saving  of  thousands  of  dollars 
in  the  rheumatic  disease-prone  patient,  a matter  of  delirious 
interest  to  economists  and  to  bureaucrats.  The  prevention  of 
infective  endocarditis  is  similarly  important  but  here  we  must 
still  proceed  with  much  more  aggressiveness. 

How  can  we  convince  an  expectant  mother  to  beware  of 
infections  and  to  abstain  from  alcohol,  smoking,  tranquili- 
zers, and  clandestine  diets?  A warning  must  be  designed  that 
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will  make  her  realize,  from  the  very  beginning,  that  the  prize 
for  keeping  a slender  figure  and  a feeling  of  on-chalance,  and 
for  enjoying  social  night-life,  might  be  a mentally  retarded 
child  or  a cardiac  cripple.  She  must  recognize  in  every  drug,  a 
potential  teratogen. 

We  are  going  to  treat  more  of  the  elderly.  This  entails 
early  recognition  of  the  sick  sinus  syndrome  and  conduction 
abnormalities,  and  conscientious  analysis  to  justify  the  need 
for  an  appropriate  pacemaker.  I strongly  suspect  that  an 
exaggerated  number  has  been  implanted  under  questionable 
indications.  Attending  the  elderly  also  means  early  recogni- 
tion of  the  isolated  congenital  stenotic  aortic  valve  that  requi- 
res replacement.  In  the  case  of  aortic  regurgitation,  one  may 
do  more  for  the  patient  by  replacing  the  valve  early  than  late. 

Although  rheumatic  fever  is  still  the  commonest  cause  of 
chronic  aortic  regurgitation,  we  should  be  on  the  look-out  for 
syphilitic  cases.  It  could  happen  in  those  teen-agers  who 
lost  contact  with  civilization  several  years  and  where,  after 
one  dose  of  penicillin,  an  associated  gonorrhea  wascured  ora 
chancre  disappeared,  giving  them  a false  sense  of  security. 

Let  us  now  turn  to  our  most  recent  epidemic:  Coronary 
artery  disease.  As  you  know,  atherosclerosis  is,  by  far,  the 
main  substrate.  What  else  can  we  do  to  treat  the  end -stages  of 
this  disease?  Not  much  more.  Once  again  we  have  to  change 
the  habits  of  our  people  until  the  cause  of  the  disease  is 
pin-pointed.  It  is  ludicrous  to  see  a patient  who  has  recovered 
from  an  infarction  or  from  a by-pass  operation  be  placed  on  a 
rehabilitation  program  that  consists  of  nothing  more  than 
those  functions  he  has  refused  to  perform  throughout  his 
entire  life.  I refer  specifically  to  avoidance  of  excessive  eating, 
to  walking,  calisthenics,  stop  smoking,  etc. 

I am  not  going  to  bore  you  with  discussion  of  risk  factors 
but  two  phenomena  have  occurred  in  our  ways  of  life  that 
merit  comment.  One  is  Dr.  Cooper’s  booklet  “Aerobics”. 
This  author  made  a fantastic  discovery:  muscles  are  to  be 
exercised!  There  is  more.  People,  including  physicians,  have 
marvelled  at  Dr.  Cooper’s  contribution.  Yet,  his  success  has 
thrived  precisely  upon  what  they  knew  but  overlooked.  In 
spite  of  this,  I still  see  young  physicians  and  nurses  take  the 
hospital  elevator  to  go  up  or  down  one  flight  of  stairs!  But  do 
not  misinterpret  me.  One  must  exercise,  with  prudence. 

The  other  outstanding  contribution  has  been  the  foun- 
ding of  the  Weight  Watchers  Club.  Here  we  have  the  ingenuity 
of  the  vendor  profitting  from  the  ingenuosness  of  the  buyer. 
People  have  been  lured  to  pay  so  that  they  do  not  eat!  The 
patient  pays  for  the  acceptance  of  a diet  which  probably  he 
did  not  acept  from  his  physician.  It  is  difficult  for  me  to 
understand  how  men  and  women  are  willing  to  pay  for 
something  they  can  do,  gratis,  on  their  own. 

The  cardiologists,  individually,  and  collectively  through 
the  organisms  that  sponsor  this  congress,  should  participate 
in  informative  programs  where  people  are  told  the  plain  facts. 
Of  course,  a physician  who  smokes  should  not  be  assigned  to 
speak  on  the  noxious  effect  of  tobacco  nor  an  overweight 
cardiologist  on  the  beneficial  effects  of  a well  balanced  diet! 

Intruders  will  continue  to  invade  the  practice  of  medicine 
in  general,  and  of  cardiology  in  particular.  Various  physi- 
cians, including  some  “cardiologists”,  will  try  to  profit  from 
echos  and  exercise  tests  that  they  are  not  qualified  to  inter- 
pret. As  Jimmy  Durante  used  to  say:  “Everyone  wants  to  get 
into  the  act”.  I do  not  negate  the  role  that  the  social  worker, 
the  economist,  the  nurse,  the  lawyer,  the  bureaucrat,  the 
hospital  administrator  and,  above  all,  the  patient  play  in  the 
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field  of  health.  But  one  thing  is  to  play  their  role  and  another 
is  to  tell  the  physician  how  he  should  practice  his  profession. 
The  cardiologist  must  ready  himself  to  fend  off  this  intrusion. 

Who  should  be  the  cardiologist  of  the  future?  Here  we 
face  an  interesting  problem.  Are  we  creating  another  type  of 
cardiologist  different  from  the  clinician  and  the  surgeon?  To 
what  extent  should  our  cardiology  residents  acquire  expertise 
in  the  technology  that  is  in  use  today?  In  my  opinion,  those 
are  very  difficult  questions  to  answer.  The  time  is  ripe  for 
directors  of  residency  training  programs  to  get  together  and 
meet  this  issue.  I would  hate  to  see  a physician  become  a 
laboratory  cardiologist  or  a surgeon  limit  his  practice  to  the 
development  of  techniques  in  the  operating  room.  Techno- 
logy tends  to  dim  the  physician’s  need  for  clinical  contact. 
The  traditional  doctor-patient  relationship  should  never  be 
lost.  Attitudes,  gestures  and  manners  cannot  be  fed  into 
computers,  yet,  they  modify  the  significance  of  signs  and 
symptoms.  It  takes  another. human  being  to  appreciate  their 
meaning.  A reliable  patient’s  history  remains  the  most  power- 
ful non-invasive  tool  for  detecting  coronary  heart  disease. 

Let  us  not  forget,  that  although  no  one  has  the  right  to  kill 
himself,  everyone  has  the  right  to  die.  Let  us  not  lose  the  true 
perspective  in  life  in  our  eagerness  to  lengthen  the  life  of  a 
patient. 

What  we  often  do  instead,  in  lengthen  his  misery  and 
senseless  existence  to  his  detriment  and  to  that  of  those  who 
care  for  him.  Many  have  been  kept  alive  but  mentally  disso- 
ciated from  their  surroundings.  These  practices  are  highly 
questionable  and  must  be  individualized.  We  should  always 
treat  the  patient  who  bears  a disease  and  not  the  disease  bore 
by  a patient. 

Lastly,  whatever  course  cardiology  may  take,  I hope  it 
does  not  become  contaminated  with  materialistic  pollution. 
Medical  ethics  should  never  be  abandoned,  let  us  not  suc- 
cumb to  the  pressures  created  by  the  Federal  Trade  Commis- 
sion and  begin  to  compete  with  our  colleagues  by  advertising 
cardiac  check-ups  as  bargain  sales. 

The  complete  cardiologist  should  see  in  the  heart  of  his 
patient  the  essence  of  a human  being  and  not  just  the  motor  of 
a machine.  José  Ortega  y Gasset,  the  reknown  Spanish  philo- 
sopher, once  wrote  that  the  heart  was  the  support  of  our 
personality.  When  the  heart  fails,  the  personality  of  the  patient 
crumbles.  Shuman  also  stated  that  the  effective  life  of  a man 
resides  in  his  heart  and  as  such,  it  has  great  human  value. 

Throughout  the  entire  history  of  the  universe,  our  little 
island  included,  people  have  always  placed  their  feeling  in 
their  hearts.  You  love  or  hate  “with  all  your  heart”.  When  you 
warn  someone  to  be  kind  and  compassionate,  you  tell  him: 
“Come  on,  have  a heart”.  It  is  not  by  chance  that  you  write  at 
the  end  of  a letter  “Cordially  yours”.  The  nickname  “Lion- 
Hearted”  given  to  king  Richard  reminds  us  that  bravery  or 
cowardice  also  resides  in  the  heart.  It  is  the  shock  organ  for  all 
of  our  problems:  when  they  are  chronic,  we  carry  “a  weight  in 
our  heart”;  when  they  are  acute,  our  hearts  beat  loud  and  fast. 
And  if  anyone  tries  to  belittle  these  thoughts  as  being  roman- 
tic, tell  him  about  the  coronary  episodes  you  have  witnessed  in 
patients  who  suffer  an  intense  desillusion  in  their  affective  life, 
or  an  unexpected  crucial  financial  loss,  or  when  they  bear  an 
inordinate  feeling  of  guilt. 

Whoever  may  be  the  cardiologist  of  the  future,  may  he 
treat  his  patients  not  only  with  his  mind  but  also  with  his  heart, 
for  in  so  doing,  the  practice  of  cardiology  will  endure  as  what  it 
has  been  and  should  always  be:  the  Queen  of  the  specialties! 
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¿ Una  cuenta  donde  su  dinero  gana 
5.64%  de  interés  efectivo  al  año? 


SI,  usted  gana  en  sus  ahorros  en 
la  Cuenta  Ideal  el  máximo  interés 
permitido  por  ley  5 1/2%  anual. 
Esto  equivale  a un  rendimiento 
efectivo  de  5.64% . 

Infórmese  en  cualquiera  de 
nuestras  sucursales. 


ideal 


La  más  ideal 
de  las  cuentas 


Banco  Popular  ée  Puerto  Mico 
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El  Centro  Médico  de 
Puerto  Rico: 
Reflexiones  Sobre  su 
Posible  Desarrollo 


No  hay  la  menor  duda  de  que  el  establecimiento  del 
Centro  Médico  de  Puerto  Rico  ha  sido  trascendental 
en  el  desarrollo  de  la  práctica  de  la  medicina  en  nuestro  país. 

Esta  institución  médica,  a pesar  de  los  grandes  escollos 
económicos  que  ha  tenido  que  salvar,  se  ha  establecido  como 
el  eje  de  todo  el  sistema  de  salud  en  Puerto  Rico  y alrededor 
del  cual  gira  todo  aquello  que  tenga  que  ver  con  educación, 
adiestramiento,  investigación  y servicios  médicos. 

Sin  embargo,  muchos  de  los  profesionales  de  la  salud  que 
han  estado  íntimamente  relacionados  con  la  trayectoria  de 
este  centro  a través  de  sus  19  años  de  servicio  a este  pueblo, 
creemos  que  la  idea  original  de  centralización  no  es  operante 
al  presente.  Aunque  el  concepto  de  centralización  de  servicios 
médicos  con  el  propósito  de  disminuir  los  costos  es  una  buena 
teoría  en  el  papel,  nuestra  experiencia  nos  indica  que  en  la 
práctica  esto  no  ha  sido  así  dentro  del  marco  administrativo 
que  ha  imperado  durante  los  años  de  vida  del  Centro  Médico. 

La  camisa  de  fuerza  a que  ha  estado  sometido  el  Centro 
Médico  desde  el  punto  de  vista  económico  y administrativo, 
no  le  ha  dado  la  libertad  para  ir  desarrollándose  a la  par  con 
la  tecnología  médica  en  los  últimos  10  años. 

La  explosión  en  la  tecnología  médica  y en  particular  el 
avallasador  desarrollo  en  la  tecnología  radiológica  hace  que 
necesariamente  cambie  todo  el  espectro  del  cuidado  médico  y 
por  ende  la  planificación  total  de  dónde,  cómo  y cuándo  se  le 
van  a ofrecer  los  servicios  médicos  al  paciente. 

En  la  misma  forma  que  la  prestación  deservicios  médicos 
cambia  radicalmente  por  la  accesibilidad  a la  nueva  tecno- 
logía médica,  ésta  es  alterada  por  las  exigencias  de  una  pobla- 
ción más  informada  y más  consciente  de  que  se  le  provea  el 
mejor  servicio  médico  aceptable  en  la  comunidad  médica  al 
día  de  hoy. 

Todo  lo  arriba  expuesto  hace  imperativo  un  cambio  de 
política  pública  en  cuanto  al  futuro  desarrollo,  inmediato  y a 
largo  plazo,  del  Centro  Médico  de  Puerto  Rico  como  lo 
conocemos  hoy  día. 

Me  parece  muy  pertinente  que  las  autoridades  responsa- 
bles de  la  educación,  adiestramiento,  investigación  y servicios 
en  el  campo  de  la  salud  presten  atención  a lo  que  tienen  que 
decir  aquellos  que  le  han  dedicado  sus  mejores  años  a servirle 
a esta  institución  y que  mediante  su  expresión  pueden  aportar 
ideas  para  el  establecimiento  de  un  Centro  Médico  que  aglu- 
tine todos  los  esfuerzos  hacia  un  objetivo  común:  Ofrecer  el 
mejor  servicio  médico  sin  distinción  de  condición  económica  u 
origen  territorial. 

Los  que  tenemos  el  interés  de  que  nuestro  Centro  Médico  se 
convierta  en  un  centro  educativo  y de  servicios  médicos  de 


excelencia,  estamos  moralmente  obligados  a ofrecer  alternati- 
vas para  su  crecimiento. 

Utilizando  como  base  mis  28  años  ligados  a la  Escuela  de 
Medicina  desde  mis  años  de  estudiante,  24  años  ligados  al 
Hospital  Universitario  como  médico  y 18  años  como  parte 
integrante  del  Centro  Médico  de  Puerto  Rico,  expongo  mis 
ideas  y comentarios. 

1.  Centro  Médico  de  Puerto  Rico  (Servicios  Médicos) 

Lo  que  hoy  conocemos  como  Centro  Médico  de  Puerto 
Rico  (ASEM)  es  un  conglomerado  de  instituciones  casi- 
autónomas  agrupadas  en  un  locus  geográfico  con  diferentes 
objetivos  de  política  médica  que  propician  diferentes  grados  de 
cuidado  médico  a una  misma  población,  considerando  que  los 
recursos  fiscales  para  el  funcionamiento  de  todo  el  complejo 
médico  a la  larga  se  originan  del  mismo  sitio:  El  tesoro  de 
Puerto  Rico. 

Sugerencia:  El  Recinto  de  Ciencias  Médicas  asume  la  opera- 
ción total  del  CMPR  con  una  estructura  administrativa  a 
nivel  de  decanato.  (Decano  de  Servicios  Médicos)  Este 
decano  es  en  función  el  Director  Ejecutivo  de!  Centro  Médico  y 
responde  al  Rector  del  Recinto  de  Ciencias  Médicas  en  la 
misma  forma  que  lo  hace  el  Decano  de  la  Escuela  de  Medicina. 

Ventajas  de  este  sistema  sobre  el  actual: 

1 . Unificaría  los  objetivos  fundamentales  en  la  creación  del 
CMPR  que  son  servicios  de  calidad,  adiestramiento  tec- 
nológico y médico  e investigación  clínica  aplicada. 

2.  Reduciría  la  estructura  altamente  burocratizada  de 
ASEM  que  muchas  veces  obstaculiza  el  progreso  del 
verdadero  objetivo  de  su  creación  que  es  ofrecer  servicios 
médicos  al  menor  costo  posible. 

3.  Crearía  el  concepto  de  una  sola  facultad  con  los  mismos 
objetivos  y proyecciones  futuras  en  cuanto  a cuidado 
médico. 

4.  Haría  posible  el  desarrollo  de  nuevos  programas  educati- 
vos que  son  de  vital  importancia  para  la  supervivencia 
tanto  del  Recinto  de  Ciencias  Médicas  como  del  Centro 
Médico  de  Puerto  Rico. 

5.  Haría  posible  el  desarrollo  del  CMPRenáreasaltamente 
especializadas  en  la  medicina  con  la  mejor  utilización  de 
todo  el  personal  médico  y las  facilidades  hospitalarias 
disponibles  sin  afectar  el  servicio  médico  a la  población. 

6.  Obligaría  a las  instituciones  periferales  a mejorar  sus 
servicios  médicos  a nivel  primario  y secundario  dentro  de 
un  plan  de  desarrollo  de  servicios  médicos  integrales. 

7.  Propiciará  el  desarrollo  del  CMPR,  ahora  geográfico,  en 
uno  verdaderamente  terciario  y supraterciario  funcional. 

A.  Hospital  Pediátrico  Universitario 

1 . El  Hospital  Pediátrico  Universitario  debe  ser  dedicado  a 
darle  servicios  médicos  a todos  los  niños  de  Puerto  Rico, 
independientemente  de  la  región  geográfica  en  que  viva.  La 
separación  artificial  de  si  vive  en  San  Juan  o la  Isla  no  se 
justifica  considerando  que  los  recursos  económicos  vie- 
nen del  mismo  sitio,  del  Gobierno  de  Puerto  Rico  en  el 
caso  de  los  médicamente  indigentes  y del  bolsillo  del 
paciente  o familiares  en  caso  del  paciente  privado. 

2.  La  actual  separación  de  estos  servicios  entre  el  Hospital 
Pediátrico  Universitario  y el  Hospital  Municipal  signi- 
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fica  un  muy  mal  uso  de  los  recursos  limitados  que  tiene 
nuestro  país  tanto  en  la  parte  económica  como  la  del 
personal  idóneo. 

3.  Ya  es  tiempo  que  dejemos  a un  lado  el  asunto  de  la 
distribución  geográfica  por  municipios  en  una  sociedad 
que  se  mueve  libremente  y más  aún  en  un  país  tan 
pequeño  como  el  nuestro. 

4.  Lo  que  procede  es  convertir  el  Hospital  Pediátrico  Uni- 
versitario en  un  hospital  terciario  y supraterciario  para 
todo  Puerto  Rico  incluyendo  San  Juan. 

5.  La  fusión  de  las  dos  facultades  haría  posible  la  subespecia- 
lización  en  todas  las  ramas  de  la  pediatría  para  poder 
servir  mejor  a nuestro  país. 

B.  Hospital  Industrial 

1.  El  Hospital  Industrial  al  presente  no  es  otro  que  un 
hospital  general  ofreciendo  servicios  mediante  un  plan 
médico  prepagado  por  los  patronos  y gobierno.  La  medi- 
cina que  se  ofrece  no  debe  ser  diferente  a la  que  se  ofrece 
en  el  Hospital  Municipal  y el  Hospital  Universitario  de 
Adultos  para  las  mismas  condiciones  médicas. 

2.  El  cuidado  médico  de  un  paciente  que  tiene  una  fractura 
o condición  sufrida  como  resultado  de  su  trabajo,  no 
puede  ser  diferente  a aquella  condición  que  es  sufrida  por 
cualquier  otro  paciente  en  condiciones  no  relacionadas 
con  su  trabajo. 

3.  Las  consecuencias  de  tipo  legal  que  resulten  de  la  condi- 
ción médica  tratada  no  deben  tener  ninguna  ingerencia 
en  la  forma  como  se  diagnostica  o se  trata  al  paciente. 
En  otras  palabras,  el  cuidado  médico  de  un  paciente, 
tenga  seguro  médico  a través  del  sistema  del  Fondo  del 
Seguro  del  Estado  o no,  tiene  que  ser  el  mismo.  Esto  lo 
dicta  la  propia  ética  y práctica  de  la  medicina. 

4.  El  Hospital  Industrial  debe  integrarse  totalmente  al  con- 
cepto del  CMPR  y se  debe  utilizar  para  toda  la  población 
que  necesite  de  los  servicios  allí  prestados. 

5.  Las  facilidades  se  deben  dedicar  a las  áreas  subespeciali- 
zadas como  se  describen  a continuación. 

a.  Unidad  de  Tratamiento  de  Quemaduras.  Este  servi- 
cio médico  estaría  accesible  a toda  la  comunidad 
dentro  y fuera  de  Puerto  Rico. 

b.  Unidad  de  Ortopedia  Traumatológica  y Recons- 
tructiva. 

c.  Unidad  de  Problemas  de  la  Espalda.  Aquí  se  inte- 
gran la  neurología,  ortopedia  y neurocirugía. 

Nota:  Este  es  un  problema  muy  serio  en  nuestra 
población  que  está  drenando  grandes  cantidades  de 
dinero  de  nuestro  tesoro  público  y no  existen  proce- 
dimientos ni  reglamentación  médica  uniforme  para 
su  tratamiento  y atención. 

d.  Unidad  de  Neurocirugía  (General  y Traumatológica). 

6.  Cualquier  otro  caso  cubierto  por  el  seguro  médico  del 
FSE  será  atendido  por  su  condición  médica  en  los  otros 
hospitales  del  CMPR  siguiendo  las  mismas  reglas  de 
contratación  por  servicios  médicos  entre  el  FSE  y los 
hospitales  participantes  del  CMPR.  (Nota:  En  la  misma 
forma  como  se  hace  con  cualquier  otro  hospital  privado 
en  cualquier  pueblo  de  Puerto  Rico.) 

7.  Este  tipo  de  arreglo,  según  expresado  anteriormente,  no 
invalida  el  hecho  de  que  el  paciente  tenga  una  condición 


médica  que  puede  relacionarse  con  su  trabajo.  Esto  sería 
un  asunto  administrativo  para  ser  dilucidado  en  su  hora 
en  la  Comisión  Industrial. 

8.  De  hecho,  el  asegurado  bajo  este  sistema  tendría  accesibi- 
lidad a una  variedad  de  especialistas  sin  estar  restringido 
a aquellos  que  están  bajo  contrato  con  el  FSE. 

9.  Los  servicios  de  medicina  física  y rehabilitación  bajo  el 
seguro  médico  del  FSE  podrían  ser  contratados  con  el 
Centro  de  Medicina  Física  y Rehabilitación  u otros  cen- 
tros de  la  Isla. 

C.  Hospital  Municipal  de  San  Juan 

1.  El  Hospital  Municipal  al  presente  está  duplicando  los 
servicios  que  se  ofrecen  en  el  Hospital  Universitario  de 
Adultos  incluyendo  la  duplicidad  en  muchos  de  los  pro- 
gramas de  residencia  (Medicina,  Cirugía,  Obstetricia- 
Ginecología,  Pediatría).  Esto  no  se  justifica  considerando 
que  esto  responde  únicamente  a una  separación  artificial 
territorial  que  no  tiene  razón  de  ser  en  el  1983  y en 
nuestro  Puerto  Rico  del  presente. 

2.  Con  el  desplazamiento  de  los  servicios  pediátricos  al 
Hospital  Universitario  (vide  supra)  y los  servicios  neuro- 
quirúrgicos  y ortopédicos  al  Hospital  Industrial,  las  faci- 
lidades se  podrían  dedicar  a desarrollar  el  Concepto  de 
un  Lying-In  Hospital  (Obstetricia-Ginecología  y Urolo- 
gía) a nivel  secundario  y terciario. 

3.  El  hospital  tiene  facilidades  de  salas  de  operaciones  pro- 
pias para  la  cirugía  ginecológica  y urológica. 

D.  Hospital  Universitario  de  Adultos 

1 . El  Hospital  Universitario  de  Adultos  ofrecería  sus  facili- 
dades para  el  desarrollo  de  todas  las  subespecialidades  de 
Medicina  Interna  y Cirugía  General  excluyendo  Neuroci- 
rugía, Neurología,  Ortopedia,  Urología,  Obstetricia  y 
Ginecología. 

2.  Este  arreglo  aglutinaría  por  necesidad  y por  convenien- 
cia la  cardiología  y la  cirugía  cardiovascular  bajo  un  solo 
techo. 

3.  Este  arreglo  operacional  significaría  también  el  desarro- 
llo de  procedimientos  altamente  especializados  para  el 
diagnóstico  y tratamiento  de  condiciones  cardiovasculares. 

E.  Hospital  Oncológico 

1 . El  Hospital  Oncológico  ya  tiene  definido  su  rol  e integra- 
ria  todos  los  servicios  médicos  de  diagnóstico  y trata- 
miento a pacientes  con  cáncer. 

2.  Los  servicios  de  tratamiento  ahora  separados  entre  el 
Hospital  Universitario  de  Adultos,  Hospital  Pediátrico 
Universitario  y Hospital  Municipal  se  aglutinarían  bajo 
un  mismo  techo  (el  Hospital  Oncológico)  en  el  cual  se 
ofrecerían  los  servicios  de  Quimioterapia,  Radioterapia  y 
Cirugía  Oncológica. 

3.  Esto  haría  posible  establecer  un  solo  protocolo  de  trata- 
miento para  todas  las  condiciones  oncológicas  que  servi- 
ría de  patrón  de  referencia  para  todo  el  país. 

4.  Esto  en  verdad  convertiría  al  Hospital  Oncológico  en  el 
Centro  de  Cáncer  para  todo  el  sistema  de  salud  de  Puerto 
Rico. 

5.  Haría  posible  un  mejor  uso  de  todos  los  recursos  que  se 
obtienen  para  lidiar  con  el  problema  del  cáncer  en 
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Puerto  Rico.  (Recinto  de  Ciencias  Médicas,  Departa- 
mento de  Salud,  Centro  de  Cáncer,  Hospital  Oncológico). 

F.  Centro  de  Medicina  Física  y Rehabilitación 

1 . La  reestructuración  del  CMPR  proveería  recursos  para  el 
fortalecimiento  y desarrollo  de  nuevos  servicios  de  fisia- 
tría mediante  contratos  de  servicios. 

2.  Este  se  convertiría  en  el  centro  terciario  y supraterciario 
de  todo  el  sistema. 

3.  Proveería  la  base  para  el  desarrollo  de  nuevos  programas 
de  adiestramiento  tecnológico  y médico  en  el  campo  de  la 
fisiatría. 

II.  Centro  Médico  de  Puerto  Rico  (Programas  Post  Graduados 
de  Especialidades) 

1.  Todos  los  programas  de  especialidades  (Residencias)  esta- 
rían bajo  la  dirección  de  un  Decano  Auxiliar  bajo  el 
Decano  de  Servicios  Médicos. 

2.  Todos  los  programas  estarían  bajo  la  égida  del  RCM 
(University  of  Puerto  Rico  Medical  Sciences  Campus; 
Health  Sciences  Medical  Center). 

3.  El  Decano  Auxiliar  coordinaría  todo  lo  relacionado  a 
recursos  y plazas  para  Internado  y Residencias  con  el 
Decano  de  Servicio  Médicos  (Director  Ejecutivo  del 
CMPR). 

4.  Haría  posible  el  desarrollo  de  programas  subespecializa- 
dos y re-orientaría  la  planificación  de  todos  los  demás 
programas  de  la  Isla. 

5.  El  Decano  Auxiliar  coordinaría  con  el  Decano  de  Medi- 
cina, otros  Decanos  del  Recinto,  y Jefes  de  Departamento 
todo  lo  concerniente  a las  pasantías  de  los  estudiantes  de 
los  programas  subgraduados. 

Considero  que  es  el  Recinto  de  Ciencias  Médicas  y su 
Escuela  de  Medicina  quien  tiene  la  responsabilidad,  en  estre- 
cha colaboración  con  el  Departamento  de  Salud,  de  desarro- 
llar nuestro  Centro  Médico  como  cada  uno  de  nosotros  desea, 
un  Centro  Médico  con  objetivos  claramente  definidos,  ofre- 
cerle a nuestro  país  la  mejor  medicina  terciaria  y supratercia- 
ria  a través  de  un  solo  esfuerzo. 

Lo  expuesto  es  mi  visión  de  lo  que  podría  ser  el  Centro 
Médico  de  Puerto  Rico.  Entiendo  que  estas  sugerencias  conlle- 
van cambios  fundamentales  de  política  pública  a nivel  del 
Departamento  de  Salud  y requiere  también  legislación.  Pero 
todo  esto  no  debe  ser  obstáculo  para  iniciar  unos  cambios  que 
son  vitales  para  el  futuro  de  la  medicina  de  nuestro  país. 


Heriberto  Pagán-Sáez,  M.D. 

Profesor  y Jefe 

Departamento  Ciencias  Radiológicas 
Recinto  de  Ciencias  Médicas 
Centro  Médico  de  Puerto  Rico 
Río  Piedras,  P.R. 


socios  NUEVOS 


ACTIVOS 

Esparza  González,  Waldo,  M.D.  - Escuela  de  Medicina  de  la 
Universidad  de  La  Habana,  1948.  Especialidad:  Obstetricia  y 
Ginecología  - Ejerce  en  Fajardo. 

Rodríguez  Declet,  Enrique,  MD  - Escuela  de  Medicina  de  la 
Universidad  Autónoma  de  Guadalajara,  México,  1976.  Espe- 
cialidad: Obstetricia  y Ginecología  - Ejerce  en  Caguas. 

Torres  Santo  Domingo,  Víctor  R.,  MD  - Escuela  de  Medicina 
de  la  Universidad  de  Puerto  Rico,  1977.  Especialidad:  Nefrolo- 
gía  Pediátrica  - Ejerce  en  Carolina. 

Woodbury  Fariña,  Michel,  MD  - Escuela  de  Medicina  de  la 
Universidad  de  Puerto  Rico,  1976.  Especialidad:  Psiquiatría 
General  Niños  y Adolescentes  - Ejerce  en  Santurce. 

REINGRESOS 

Agosto  Alvarez,  Juan  R.,  MD  - Escuela  de  Medicina  de  la 
Universidad  de  Barcelona,  1965.  Medicina  General  - Ejerce  en 
Humacao. 

Bonnet  Alemar,  Luis  E.,  MD  - Escuela  de  Medicina  de  la 
Universidad  de  Puerto  Rico,  1964.  Especialidad:  Radiología  - 
Ejerce  en  Hato  Rey. 

Fiol  Vázquez,  Julio,  MD  - Escuela  de  Medicina  de  la  Universi- 
dad de  Madrid,  1962.  Especialidad:  Medicina  Física  y Rehabi- 
litación - Ejerce  en  Humacao. 

Gutiérrez  Fulladosa,  Víctor  S.,  MD  - Escuela  de  Medicina  de  la 
Universidad  de  Puerto  Rico,  1961.  Especialidad:  Cirugía  - 
Ejerce  en  Santurce. 

Marquez,  Enrique,  MD  - Escuela  de  Medicina  de  la  Universi- 
dad de  Puerto  Rico,  1955.  Especialidad:  Cirugía  Pediátrica, 
Cardiovascular  y Torácica  - Ejerce  en  Río  Piedras. 

Martín  Rodríguez,  Iris  E.,  MD  - Escuela  de  Medicina  de  la 
Universidad  Central  de  Madrid,  1962.  Especialidad:  Neurolo- 
gía - Ejerce  en  Hato  Rey. 

Muñiz  Vázquez,  Francisco  J.,  MD  - Escuela  de  Medicina  de  la 
Universidad  de  Barcelona,  España,  1962.  Especialidad:  Hema- 
tología, Oncología  y Medicina  Interna  - Ejerce  en  San  Juan. 

Nigaglioni  Loyola,  Adán,  MD  - Escuela  de  Medicina  de  la 
Universidad  de  Puerto  Rico,  1954.  Especialidad:  Gastroente- 
rología  - Ejerce  en  Hato  Rey. 

Ruiz  de  Cortés,  Virginia,  MD  - Escuela  de  Medicina  Universi- 
dad de  Sevilla,  España,  1973.  Medicina  General  - Ejerce  en 
West  Virginia,  USA. 

Seda  Díaz,  Jaime,  MD  - Escuela  de  Medicina  de  la  Universi- 
dad Central  de  Madrid,  1955.  Especialidad:  Medicina  General 
e Interna  - Ejerce  en  Mayagüez. 

321 


Figura  A 


Figura  B 


Sonographic  evaluation  of  the  gravid  uterus  was 
requested  due  to  doubtful  menstrual  dates.  Fig.  A.  is  a 
transverse  section  through  the  fetal  head.  Fig.  B.  is  a 
computarized  tomogram  (C.T.  Scan)  of  the  pregnant  patient 
at  the  level  of  the  fetal  head.  The  most  likely  fetal  congenital 
anomaly  is: 


a.  Hydrocephalus 

b.  Anencephaly 

c.  Microcephaly 

d.  Cystic  hygroma 

e.  Encephalocele 
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Diagnosis:  e)  Encephalocele 


Discussion 

Gray  scale  ultrasound  has  a well  establish  role  in  the 
prenatal  diagnosis  of  structural  fetal  anomalies.  Neural  tubes 
defects  are  the  most  commonly  diagnosed  anomalies. 
Encephalocele  is  a complex  malformation  involving  hernia- 
tion of  cerebral  tissue  and  meninges  through  a craneal  bone 
defect.  The  incidence  is  1 to  4 per  10,000  live  births. 
Approximately  75  per  cent  occur  in  an  occipital  location,  15 
percent  in  the  frontal  area  and  the  remainder  in  the  parietal 
area.  In  about  30  percent  of  cases  there  is  an  associated  spinal 
dysraphism. 

Sonography  has  an  important  role  in  the  management  of 
this  condition  allowing  an  early  diagnosis  when  termination 
of  the  pregnancy  is  still  an  option.  If  the  diagnosis  is  made 
late,  a sonographically  guided  transabdominal  encephalo- 
centesis  may  be  performed  in  an  attempt  to  decompress  the 
mass  and  permit  a vaginal  delivery. 

The  sonographic  findings  in  encephalocele  will  vary 
according  to  the  location  of  the  lesion  and  the  amount  of 
cerebral  tissue  that  is  extruded.  The  most  frequent  fmdingsare 
a predominantly  cystic  mass  containing  a variable  amount  of 
cerebral  tissue  protruding  through  an  occipital  craneal  bone 
defect  (Fig.  A and  Fig.  B).  Polyhydramnios  is  usually  present. 
The  fetal  kidneys  should  be  examined,  since  encephalocele 
may  be  associated  with  infantile  polycystic  kidneys  in  the 
Meckel-Gruber  syndrome  (encephalocele,  polycystic  kidneys 
and  polydactily).  Encephalocele  may  also  be  associated  with 
hydrocephalus  and  spina  bifida. 


Suggested  Reading 

1.  Graham  D.  Johnson  R B.  Winn  K.  el  al:  The  role  of  sonography  in  the 
prenatal  diagnosis  and  management  of  encephalocele.  J Ultrasound 
Med  1:  111-115,  April  1982. 

2.  Hobhins  JC.  Grannum  PA.  Berkowitz  RL  et  al:  Ultrasound  in  the 
diagnosis  of  congenital  anomalies.  Am  J Obstet  Gynecol  134:  331, 
1979. 

3.  Sabbagha.  RE.  Tamura  RK.  Cal  Compo  S,  el  al:  Fetal  cranial  and 
craniocervical  masses:  Ultrasound  characteristics  and  differential 
diagnosis.  Am  J Obstet  Gynecol  138:51  1,  1980. 

4.  Mecke  S.  Passarge  E:  Encephalocele,  polycystic  kidneys  and  poly- 
dactyly  as  an  autosomal  recessive  trait  simulating  certain  other 
disorders:  The  Meckel  Sundrome.  Ann  Genet  14:  97,  1971 

5.  Borno  RP.  Kirkendall  HL.  Scwartz  JA,  et  at:  Vaginal  delivery  of  a 
hydrocephalic  fetus  after  transabdominal  encephalocentesis.  Am  J 
Obstet  Gynecol  138:16,  1977. 
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ELECTROCARDIOGRAM 
OF  THE  MONTH 

Charles  D.  Johnson,  MD,  FACC 


This  44-year-old  alcoholic  male  presented  to  the  hospi- 
tal with  liver  failure,  upper  gastrointestinal  bleeding 
and  septic  shock  ( Clostridium  sordella ).  There  were  anemia, 
hypoxemia,  metabolic  acidosis  and  a blood  urea  nitrogen  of 
41  mg/dl. 

The  following  electrocardiograms  (ECG)  were  obtained: 


Questions 

1.  Describe  the  ECGs. 

2.  What  are  the  possible  clinical  diagnoses? 


Figure  1 


Figure  2 


University  of  Puerto  Rico,  School  of  Medicine,  Section  of  Cardiology, 
Rio  Piedras.  Puerto  Rico. 


324 


Yol.  75  Núm.  7 


Answers 


A dying  patient. 

Agonal  Type  Rhythm.  Terminal  ECG.  Dying  Heart  ECG. 
An  ECG  obtained  the  day  previously  was  normal. 

The  ECGs  reveal  a slow,  irregular,  terminal  idioventri- 
cular type  rhythm  with  broad,  bizarre,  deformed  ventricular 
complexes  merging  with  the  ST-T  waves.  No  definite  distinct 
atrial  activity  is  evident.  Unlikely  P waves  precede  the 
penultimate  QRS  complexes  in  leads  V5  and  V6  of  Figure  1, 
and  the  penultimate  complex  in  V5,  Figure  2. 


Comments 

Agonal  rhythm  refers  to  wide,  bizarre  distorted  ventricular 
complexes  without  associated  mechanical  activity,  myo- 
cardial contractions,  palpable  pulse  or  heart  sounds.  It  may 
appear  in  any  heart  approaching  death. 

Hyperkalemia  is  almost  certain  at  the  time  of  the  dying 
heart.  Shock,  dehydration  and  acidosis  may  produce  hyper- 
kalemia. The  traces  illustrate  the  classical  pattern  of 
advanced  hyperkalemia.  The  ECG  in  advanced  hyperkalemia 
is  almost  identical  to  that  of  the  “dying  heart”  or  agonal 
rhythm,  but  enjoys  the  important  attribute  of  reversibility. 
The  serum  magnesium  at  the  time  of  the  ECGs  was  2.1 
meq/L  (normal  1 .4-2.0  meq/L),  but  unfortunately  no  serum 
potassium  was  done  at  that  time. 

The  mechanism  of  cardiac  arrest  may  be  affected  by 
various  factors,  such  as  electrolyte  imbalance,  metabolic 
acidosis,  hypothermia,  intrinsic  cardiac  electrical  disturbances, 
intrinsic  or  drug-induced  autonomic  activity,  abnormalities 
of  central  nervous  system  function,  brain  death  and 
myocardial  ischemia. 


Selected  Reading 

1.  Drory  Y.  Ouaknine  G.  KosarylZ,  KellermatmJJ:  Electrocardiographic 
findings  in  brain  death;  description  and  presumed  mechanism.  Chest 
67:  425,  1975. 

2.  Greenbaum  DM:  Secondary  cardiac  dysrhythmias.  Heart  and  Lung 
6:  308,  1977. 

3.  Marriott  HJL,  Myerburg  RJ:  Recognition  of  arrythmias  and  conduction 
abnormalities.  In.  The  Heart  (Hurst  JW,ed).  New  York,  McGraw-Hill, 
1982,  p 553. 

4.  Surawicz  B:  Relationship  between  electrocardiogram  and  electrolytes. 
Am  Heart  J 73:  814,  1967. 

5.  Walsh  CK.  Krongrad  E:  Terminal  cardiac  electrical  activity  in  pediatric 
patients.  Am  J Cardiol  51:  557,  1983. 
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MD  DISCIPLINED  FOR  MAKING  MEDICAL 
JUDGMENT  WHILE  UNDER  THE  INFLUENCE 
OF  ALCOHOL  AND  CONTROLLED  DRUGS 


A physician  should  be  disciplined  for  making  a medical 
judgment  while  under  the  influence  of  alcohol  and  drugs,  a 
Georgia  appellate  court  ruled. 

The  physician  was  called  to  a hospital  to  see  another 
physician’s  patient.  He  examined  the  patient’s  chart,  which 
indicated  that  certain  diagnostic  tests  had  been  made.  The 
physician  concluded  that  the  patient  did  not  need  further 
services  and  left  to  go  to  another  hospital.  En  route  to  the 
other  hospital,  the  physician  was  involved  in  a vehicular  colli- 
sion, which  caused  the  deaths  of  two  men.  He  later  pleaded  no 
contest  to  two  counts  of  vehicular  homicide  in  the  second 
degree.  He  admitted  having  taken  a methaqualone  tablet  and 
having  had  several  beers  prior  to  the  accident.  There  was  also 
evidence  that  he  had  also  taken  another  drug. 

The  board  of  medical  examiners  brought  a disciplinary 
action  against  him.  It  found  that  he  had  made  a medical 
judgment  and  had  operated  a motor  vehicle  while  under  the 
influence  of  alcohol  and  controlled  substances.  The  physi- 
cian’s license  was  ordered  suspended  for  a period  of  time. 

The  physician  then  appealed  the  board’s  decision,  and  a 
trial  court  found  that  there  was  insufficient  evidence  to 
warrant  disciplinary  action.  Then,  on  appeal  by  the  board,  the 
appellate  court  reversed  the  trial  court’s  decision. 

The  appellate  court  agreed  that  the  physician’s  driving 
while  under  the  influence  of  drugs  and  alcohol  was  unrelated 
to  the  practice  of  medicine  and  was  insufficient  to  warrant 
disciplinary  action.  However,  the  evidence  did  support  a fin- 
ding that  the  physician  made  a medical  judgment  while  under 
the  influence  of  drugs  and  alcohol.  The  physician  formed  a 
medical  opinion  from  his  review  of  the  patient’s  chart  and  his 
observation  of  the  patient  that  his  services  were  not  required 
by  the  patient.  The  court  remanded  the  case  for  determination 
of  appropriate  disciplinary  action.  — Composite  State  Board  of 
Medical  Examiners  v.  Hertell,  295  S.E.  2d  223  (Ga.  Ct.  of  App., 
Sept.  15,  1982). 


FATHER  WHO  WANTED  ABORTION 
STILL  MUST  PAY  CHILD  SUPPORT 


The  Uniform  Parentage  Act  did  not  violate  the  constitutio- 
nal rights  to  due  process  and  equal  protection  of  the  law  of  the 
father  of  a child,  the  Colorado  Supreme  Court  ruled. 

The  father  admitted  to  paternity  but  denied  that  he  had  an 
obligation  to  support  the  child.  He  and  the  mother  were  not 
married  and  were  not  living  together  at  the  time  of  appeal.  The 
father  contended  that  he  had  informed  the  mother  that  he  did 
not  want  her  to  have  the  baby  and  had  offered  to  pay  for  an 
abortion  within  the  first  trimester  of  pregnancy. 

The  Act  imposed  the  duty  of  child  support  upon  both 
parents  without  giving  the  father  either  a right  to  decide  that 
the  mother  should  have  an  abortion  or  to  avoid  child  support 
obligations  by  showing  that  he  had  offered  to  pay  for  an 
abortion. 

The  father  argued  that  imposition  of  child  support  on  both 
parents  without  permitting  the  father  to  decide  whether  to 
terminate  the  pregnancy  violated  his  constitutional  rights  He 
contended  that  the  availability  of  legalized  abortion,  combi- 
ned with  the  mother’s  decision  to  have  the  child  against  his 
wishes,  served  to  break  the  connection  between  him  and  the 
child  and  removed  any  obligation  on  his  part  to  support  the 
child.  The  trial  court  rejected  the  father’s  arguments  and  orde- 
red him  to  pay  monthly  child  support  and  one-half  of  the  birth 
expenses. 

On  appeal,  the  court  said  that  a woman  had  a fundamental 
right  to  decide  in  conjunction  with  her  physician  whether  or  not 
to  terminate  a pregnancy.  At  no  stage  did  the  father’s  right  to 
be  free  from  gender-based  classifications  outweigh  the  compe- 
ting interest  in  protecting  the  mother’s  fundamental  right  to 
make  decisions  relating  to  her  pregnancy  and  the  state’s  inte- 
rest in  ensuring  that  a child  receive  adequate  support,  the 
court  said. 

The  court  affirmed  the  trial  court’s  judgment.  — People  of 
the  State  of  Colorado  in  the  Interest  of  S.P.B.,  651  P.2d  1213 
(Colo.  Sup.Ct.,  Oct.  12,  1982). 


NEW  TRIAL  FOR  ALLEGED 
NEGLIGENCE  IN  CHILBIRTH 


A trial  court  committed  reversible  error  in  limiting  questio- 
ning of  a physician  member  of  a malpractice  panel  in  a mal- 
practice action,  a New  York  appellate  court  ruled. 

A patient  suffered  brain  damage  at  birth  and  died  less  than 
a year  later.  The  patient’s  estate  filed  suit  against  the  mother’s 
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obstetrician  and  the  hospital.  The  physician  was  allegedly 
negligent  in  delaying  performance  of  a cesarean  section,  inco- 
rrect use  of  oxytocin,  and  failure  to  use  an  internal  fetal  heart 
monitor.  The  hospital  was  allegedly  negligent  because  its 
house  physician  failed  to  use  an  endotracheal  tube  in  her 
resuscitation  attempts.  A medical  malpractice  panel  recom- 
mended that  the  hospital  was  not  liable,  but  the  panel  could 
not  come  to  unanimous  agreement  on  the  liability  of  the 
physician. 

During  trial  the  estate  called  the  physician  member  of  the 
panel  as  a witness.  He  stated  that  the  patient’s  brain  damage 
was  a congenital  condition  not  related  to  delivery.  His  opinion 
was  based  on  a report  from  a second  hospital,  where  the 
patient  had  been  treated.  When  the  estate’s  attorney  attemp- 
ted to  have  the  physician  point  out  that  conclusion  in  the 
hospital  report,  the  court  restricted  him,  saying  the  witness  did 
not  have  to  read  a 500-page  section. 

On  appeal  from  a jury  verdict  for  the  hospital  and  physi- 
cian, the  appellate  court  said  the  trial  court’s  restriction  was 
reversible  error.  There  was  nothing  in  the  second  hospital’s 
records  attributing  the  patient’s  condition  to  a central  nervous 
system  problem. 

The  trial  court  did  not  err  in  failing  to  instruct  the  jury  that 
the  house  physician  who  resuscitated  the  patient  was  not 
authorized  to  practice  medicine,  the  appellate  court  said.  The 
physician  had  passed  the  exam  given  by  the  Education  Coun- 
cil for  Foreign  Medical  Graduates  and  was  eligible  for  a 
limited  permit.  She  was  thus  not  authorized  to  practice  medi- 
cine but  that  question  was  notargued  to  the  jury.  It  was  merely 
told  that  she  was  unlicensed.  The  estate  did  not  establish  that 
she  was  not  licensed,  and  it  could  not  claim  on  appeal  that 
failure  to  give  the  instruction  was  error,  the  court  concluded. 

The  appellate  court  reversed  the  trial  court’s  decision  and 
granted  a new  trial.  — Ellenberger  v.  Pena , 453  N.Y.S.2d  436 
(N.Y.  Sup.  Ct.,  App.  Div.,  Aug.  16,  1982). 


PATIENT  TREATED  FOR  REMOVAL  OF 
DEAD  FETUS  CLAIMS  MEDICAL  MALPRACTICE 


A trial  court  should  not  have  dismissed  a patient’s  com- 
plaint against  a hospital  for  alleged  willful  and  wanton  miscon- 
duct, an  Illinois  appellate  court  ruled. 

The  patient’s  physician  told  her  in  June  1978  that  her  fetus 
had  died.  She  entered  the  hospital  two  months  later  to  have 
the  fetus  surgically  removed.  Her  physician  told  her  that  he 
would  induce  contractions  by  the  use  of  a new  medication  that 
was  unfamiliar  to  him  and  the  hospital  staff.  The  medication 
was  administered,  and  when  the  first  dose  had  no  effect,  a 
second  dose  wasadministered  nine  hours  later.  Despite  insuffi- 
cient dilation  of  the  uterus,  surgery  was  performed. 

The  physician  removed  the  placenta  and  umbilical  cord, 
but  not  the  fetus,  he  told  her  he  had  found  no  evidence  of  a 
fetus.  The  patient  was  not  advised  by  the  physician  or  any 
member  of  the  hospital  staff  that  she  could  spontaneoulsy 
expel  the  fetus  at  any  time.  The  next  day,  while  she  was  sitting 
on  a toilet,  the  fetus  was  expelled.  She  requested  an  autopsy, 
but  the  physician  assured  her  it  was  unnecessary  since  the  fetus 
was  three  and  one-half  months  old.  A subsequent  report  sho- 
wed the  fetus  to  be  five  or  six  months  old. 


In  her  complaint  she  alleged  that  the  hospital  had  willfully 
and  wantonly  failed  to  provide  skillful  care,  failed  to  remove 
the  fetus,  failed  to  call  in  a competent  physician  after  the 
unsuccessful  effort  to  remove  the  fetus,  and  terminated  the 
operation  at  a point  that  the  fetus  was  spontaneously  expelled 
the  next  day.  A trial  court  dismissed  the  complaint  on  the 
therory  that  since  the  hospital  itself  did  not  perform  the  sur- 
gery it  could  not  be  guilty  of  willful  and  wanton  conduct  under 
any  circumstances. 

On  appeal,  the  trial  court’s  decision  was  reversed.  The 
appellate  court  said  that  the  allegations  stated  a cause  of 
action  against  the  hospital.  Without  presentation  of  the  evi- 
dence, it  could  not  be  said  that  the  hospital  did  not  breach  its 
independent  duty  ta  review  and  supervise  or  that  its  employees 
committed  wilful  and  wanton  acts,  the  court  said.  Dimissal  of 
the  complaint  was  improper,  the  court  concluded.  )lngram  v. 
Little  Company  of  Mary  Hospital.  438  N.e.  2d  1 194  (111.  App. 
Ct.,  June  2,  1982;  modified  on  denial  of  rehearing,  Aug.  25, 
1982). 


GYNECOLOGIST  NOT  NEGLIGENT 
IN  PATIENTS  ABORTION 


A patient  failed  to  prove  that  her  gynecologist  departed 
from  one  appropriate  standard  of  medical  care  in  performing 
an  abortion,  the  Vermont  Supreme  Court  ruled. 

During  the  course  of  the  abortion,  the  gynecologist  perfo- 
rated the  patient’s  uterus  and  had  to  perform  an  emergency 
hysterectomy.  The  patient  filed  a malpractice  action  against 
the  physician  and  the  medical  group  of  which  she  was  a 
member  for  negligence  and  lack  of  informed  consent.  After 
the  patient  presented  her  evidence,  the  trial  court  granted  a 
motion  for  a directed  verdict  in  favor  of  the  physician  on  the 
surgical  negligence  claim.  The  jury  returned  a verdict  against 
the  patient  on  the  informed  consent  claim. 

Affirming  the  directed  verdict  on  the  negligence  claim,  the 
court  said  that  no  expert  medical  testimony  was  produced  to 
show  that  the  gynecologist  departed  from  the  standard  of  care. 
The  patient  argued  that  she  established  the  appropriate  stan- 
dard of  care  through  cross-examination  of  the  gynecologist. 
The  patient  also  contended  that  the  gynecologist’s  admission 
that  she  made  a mistake  established  her  negligence. 

The  court  said  that  the  admission  did  not  establish  a 
departure  from  the  standard  of  care  ordinarily  exercised  by  a 
reasonably  skillful  gynecologist.  — Senesac  v.  Associates  in 
Obstetrics  and  Gynecology,  449  A. 2d  900  (Vt.  Sup.  Ct.,  June  8, 
1982). 


NEW  TRIAL  FOR  PATIENT’S 
INFORMED  CONSENT  SUIT 


The  community  standard  was  the  wrong  standard  toapply 
to  a malpractice  action  against  a physician  who  allegedly 
failed  to  obtain  a patient’s  informed  consent  before  a trans- 
urethral resection,  the  highest  court  of  West  Virginia  ruled. 

The  patient  was  referred  to  a urologist  for  symptoms  of 
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pain  in  his  lower  abdomen  and  bladder  region.  Concluding 
that  the  problem  was  an  enlarged  prostate  gland,  the  urologist 
suggested  hospitalization.  On  October  23,  1974,  he  was  admit- 
ted to  the  hospital.  Jde  consented  to  diagnostic  treatment  and 
medical  treatment  including  surgery.  Because  of  the  death  of 
his  father,  he  left  the  hospital,  but  was  readmitted  on  October 
28.  At  that  time  he  signed  a general  consent  form  similar  to  the 
one  he  had  signed  five  days  earlier. 

On  October  29,  1974,  when  the  patient  was  undera  general 
anesthetic,  the  urologist  performed  a cystoscopic  examination 
of  his  urinary  tract.  During  th^procedure,  the  urologist  per- 
formed a transurethral  resection  of  the  prostate  gland.  The 
patient  was  displeased  that  surgery  had  been  performed  and 
complained  of  a continued  problem  with  urination  and  a new 
problem  of  impotence.  He  filed  suit  against  the  hospital  and 
the  urologist.  A trial  court  directed  a verdict  in  favor  of  the 
hospital  and  a jury  found  the  physician  not  liable. 

On  appeal,  the  court  agreed  with  the  verdict  for  the  hospi- 
tal. The  urologist  was  privately  retained  by  the  patient  and  he 
was  not  an  agent  or  employee  of  the  hospital.  However,  the 
court  said  that  the  trial  court  should  not  have  instructed  the 
jury  on  the  community  standard  for  informed  consent.  The 
Supreme  Court  reviewed  the  various  standards  for  informed 
consent  and  adopted  the  patient-need  standard  from  Canter- 
bury v.  Spence  464  F.2d  772,  rather  than  the  physician  disclo- 
sure standard  based  on  national  or  community  practice. 

The  patient-need  standard  required  that  a proper  disclo- 
sure was  based  on  the  patient’s  need  for  information  material 
to  his  decision,  the  court  said.  The  community  standard  was 
misleading,  and  the  patient  was  entitled  to  a new  trial,  the 
court  concluded.  — Cross  v.  Trapp,  294  S.E.  2d  446  (W.  Va. 
Sup.  Ct.  of  App.,  July  14,  1982). 


NEW  TRIAL  FOR  PATIENT 
WHO  HAD  NEEDLE  LEFT  IN  HER 


A patient  was  entitled  to  a new  trial  of  a malpractice  action 
against  a hospital  and  a physician  after  a jury  was  unable  to 
reach  a verdict,  the  Connecticut  Supreme  Court  ruled. 

The  patient  first  consulted  the  physician  in  1963  for  abdo- 
minal problems.  He  sent  her  to  a radiology  group  for  x-rays. 
He  diagnosed  gall-bladder  disease  and  recommended  surgery. 
On  September  9,  1963,  he  performed  a cholescystectomy  and 
appendectomy  on  her.  Recurring  hernias  necessitated  three 
additional  operations.  During  the  third  one  he  inserted  nylon 
mesh  to  reinforce  the  wound  and  used  catgut,  wire,  and  nylon 
sutures. 

After  the  third  operation  on  May  18,  1967,  the  patient 
began  to  experience  severe  pain  in  her  abdomen,  especially  if 
she  bent,  stretched,  or  twisted.  An  X-ray  report  prepared  in 
October  1969  by  the  same  radiology  group  that  took  the 
earlier  x-rays  showed  only  radiopaque  sutures.  The  patient 
continued  to  see  the  physician  until  the  fall  of  1972.  The 
patient  terminated  her  relationship  with  the  physician  and 
consulted  a general  practitioner.  He  also  had  X-rays  prepared 
by  the  same  group,  but  in  a report  dated  October  16,  1972,  a 
radiopaque  needle-like  object  was  disclosed.  After  one  unsu- 
ccessful attempt  at  removal,  the  needle  was  later  surgically 
removed. 

In  a malpractice  action  filed  in  May  1974,  the  patient 


claimed  that  the  hospital’s  procedures  for  accounting  for  sur- 
gical needles  were  deficient  and  that  the  physician  was  negli- 
gent in  leaving  the  needle  in  her.  A jury  was  unable  to  reach  a 
verdict,  and  the  court  ordered  a new  trial. 

On  appeal,  the  decision  was  affirmed.  There  was  expert 
testimony  that  the  hospital  failed  to  require  needle  counts  or 
failed  to  execute  its  “one  for  one”  procedure  in  the  operating 
room.  There  was  also  expert  testimony  tending  to  show  that 
the  physician  was  negligent.  There  was  additional  evidence 
that  the  physician  was  informed  by  the  radiologist  of  the 
presence  of  the  needle  in  October  1969  and  that  he  concealed  it 
from  the  patient. 

Since  there  was  sufficient  evidence  to  warrant  submitting 
the  case  to  the  jury,  the  trial  court  properly  denied  motions  for 
judgment  in  favor  of  the  physician  and  the  hospital,  the  court 
said.  — Puro  v.  Henry,  449  A. 2d  176  (Conn. Sup. Ct.,  Sept.  7, 
1982). 


PATIENT  CAN  SUE  MD  FOR 
DECLINING  TO  TREAT  HIM 


A patient  could  sue  a physician  for  alleged  negligence  for 
accepting  referral  of  his  case  but  declining  to  treat  him,  an 
Illinois  appellate  court  ruled. 

A physician  examined  the  patient  in  an  emergency  room 
on  May  8,  1979,  and  second  physician  X-rayed  the  patient’s 
right  knee.  X-rays  revealed  a giant  cell  lesion  suspicious  of  a 
primary  bone  neoplasm  of  malignant  origin.  The  patient  was 
referred  to  a third  physician,  whom  the  ER  physician  had 
consulted  regarding  the  X-ray  results.  The  patient  was  not 
advised  on  the  X-ray  results. 

The  referral  physician  rescheduled  the  patient’s  first  visit. 
The  physician  informed  the  patient  that  he  would  not  treat 
him  at  the  time  that  the  patient  called  his  office  for  a second 
appointment.  A trial  court  determined  as  a matter  of  law  that 
there  was  no  physician-patient  relationship  and  dismissed  the 
patient’s  malpractice  suit  against  the  referral  physician. 

On  appeal,  the  patient  claimed  that  the  physician  had 
breached  a duty  to  him  and  caused  him  damages.  Discussing 
the  procedural  technicalities  of  the  Civil  Practice  Act,  the 
appellate  court  said  that  the  physician’s  motion  to  dismiss  was 
not  proper  to  warrant  dismissal  of  the  complaint.  On  the  facts 
of  the  case,  the  Supreme  Court  said  that  the  relationship 
between  the  patient  and  physician  was  sufficient  to  impose  a 
duty  on  the  physician  to  conform  to  the  requisite  standard  of 
care.  That  standard  would  have  required  the  physician  to  send 
the  patient  a letter  advising  him  of  his  condition  and  toconuslt 
with  another  physician  without  delay,  the  court  said. 

The  appellate  court  reversed  the  trial  court’s  decision  and 
remanded  the  case  for  further  proceedings.  — Davis  v.  fVeis- 
kopf,  439  N.E.2d  60  (111.  App.Ct.,  Aug.  6,  1982). 


PATIENT  CLAIMS  SHE  HAS 
PHOBIA  DUE  TO  INJECTION 


A patient  failed  to  prove  that  a negligently  administered 
injection  of  Demerol  caused  her  to  have  a phobia  of  hospitals. 
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a Louisiana  appellate  court  ruled. 

On  April  18,  1979,  the  patient  was  admitted  to  a hospital. 
She  was  allergic  to  Demerol  and  that  fact  was  noted  on  her 
chart.  Nevertheless,  she  was  administered  50  mg.  of  Demerol 
on  April  22,  triggering  a phobic  reaction  lasting  almost  12 
hours.  Her  experience  caused  her  to  discharge  herself  the  next 
day  even  though  she  had  a temperature  and  all  of  the  tests  had 
not  been  administered.  She  later  consulted  a phychiatrist  for  a 
phobia  of  hospitals,  allegedly  caused  by  the  negligently  admi- 
nistered Demerol  injection. 

In  a malpractice  action  against  the  hospital,  a trial  court 
awarded  her  $1,500  in  damages  for  the  Demerol  incident  but 
rejected  her  claim  for  a phobia  or  unusual  irrational  fear  of 
hospitalization.  Affirming  that  decision,  the  appellate  court 
agreed  that  she  had  failed  to  prove  a phobia  of  hospitals.  The 
court  said  that  if  she  had  a phobia,  it  was  unlikely  that  she 
would  have  accepted  the  psychiatric  treatment. 

The  trial  court  did  not  err  in  rejecting  her  claim  for  a 
phobia  because  she  did  not  impress  the  court  that  she  was 
phobic  or  irrational  at  the  prospect  of  future  hospitalization. 
— Newitt  v.  Hospital  Corporation  of  Louisiana.  417  So. 2d  391 
(La.Ct.  of  App.,  June  8,  1982;  rehearing  denied,  Aug.  17, 
1982). 


COURT  CAN  AUTHORIZE  GUARDIAN  TO 
CONSENT  TO  HYSTERECTOMY  FOR 
INCOMPETENT  PATIENT 


A trial  court  should  authorize  a public  guardian  of  a 
patient  to  consent  to  a hysterectomy  to  prevent  cervical  can- 
cer, a California  appellate  court  ruled. 

About  four  months  after  the  public  guardian  became  con- 
servator for  the  patient,  a physician  sent  the  guardian  a letter 
stating  that  a cone  biopsy  of  the  cervix  and  endometrial  curet- 
tages showed  “severe  squamous  dysplasia  and  fragments  of 
dysplastic  cervical  epithelium.”  He  advised  a total  abdominal 
hysterectomy.  Two  other  gynecologists  also  diagnosed  her 
condition  as  premalignant  cancer  and  recommended  a 
hysterectomy. 

The  guardian  requested  permission  for  authority  to  con- 
sent to  a hysterectomy.  After  hearings  discussing  her  condi- 
tion and  two  alternatives,  cryosurgery  and  conization  of  the 
cervix,  the  trial  court  found  the  hysterectomy  was  appropriate 
treatment  and  that  the  two  alternatives  were  not  feasible 
options.  Despite  its  findings,  the  court  said  that  it  could  not 
order  a hysterectomy  because  of  a statute  preventing  steriliza- 
tion of  incompetents. 

Reversing  the  decision,  the  appellate  court  said  that  the 
trial  court  misconstrued  the  statute.  The  court  said  that  the 
purpose  of  the  statute  was  to  deter  trial  courts  from  ordering 
sterilization  of  incompetents  to  prevent  them  from  procrea- 
ting. Here  the  purpose  of  the  surgery  was  to  protect  her  life 
rather  than  prevent  her  from  bearing  children,  the  court  said. 
The  medical  testimony  indicated  that  there  was  virtually  no 
chance  that  she  would  contract  malignant  cancer  if  the  hyste- 
rectomy were  performed.  However,  she  had  an  80  per  cent 
chance  of  contracting  cervical  cancer  if  the  hysterectomy  were 
not  performed,  the  court  said. 

The  court  directed  the  trial  court  to  authorize  the  guardian 
¡to  consent  to  the  hysterectomy.  — Butte  County  Public  Guar- 
dian v.  Superior  Court  of  California,  for  the  County  of  Butte, 
185  Cal.  Rptr.  516  (Cal.  Ct.  of  App.,  Sept.  2,  1982). 


GUARDIANS  CANNOT  CONSENT 
TO  PATIENT’S  STERILIZATION 


A trial  court  properly  denied  an  incompetent’s  guardian 
permission  to  consent  to  sterilization  of  the  13-year-old 
patient,  the  highest  court  of  Maryland  ruled. 

The  patient  was  severely  retarded,  had  an  I.Q.  of  about  30, 
was  blind,  and  had  neurological  problems.  Her  condition  was 
caused  by  brain  damage  suffered  in  an  automobile  accident 
when  she  was  five  months  old.  She  lived  with  hergrandmother 
and  aunt,  who  sought  appointment  as  her  guardian  with 
authority  to  consent  to  a hysterectomy.  She  was  unable  tocare 
for  her  most  basic  hygienic  needs  and  was  irritable  and  dis- 
oriented during  the  menstruation  process. 

The  trial  court  appointed  the  grandmother  and  aunt  guar- 
dians but  denied  them  permission  to  consent  to  the  hysterec- 
tomy. The  court  said  the  alternative  to  the  hysterectomy  was 
not  life  threatening  and  that  it  had  no  authority  to  authorize 
the  hysterectomy. 

Affirming  the  decision,  the  high  court  said  that  the  trial 
court  had  the  power  to  considera  petition  for  an  order  authori- 
zing a guardian  to  consent  to  the  sterilization  of  an  incompe- 
tent minor.  In  determining  whether  to  grant  consent,  the  court 
must  determine  whether  it  was  in  the  minor’s  best  interest  to 
by  sterilized. 

The  high  court  reviewed  the  facts  and  decided  that  there 
was  no  evidence  of  any  medical  necessity  for  the  sterilization 
procedure  at  this  time.  Since  the  procedure  was  not  necessary 
to  preserve  her  mental  or  physical  health,  it  was  not  in  her  best 
interest,  the  court  said.  — Wentzel  v.  Montgomery  General 
Hospital,  Inc.,  447  A. 2d  1244(Md.Ct.  of  App.,  July  20, 1982). 
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Reducir  de  Peso:  Un 
Pasatiempo  Peligroso 


Ponerse  a dieta  para  rebajar  es  uno  de  los  pasatiempos 
modernos  más  preferidos  en  los  Estados  Unidos  y 
Puerto  Rico.  Se  estima  que  en  Estados  Unidos  más  de  80 
millones  de  personas  gastan  anualmente  sobre  12  billones  de 
dólares  en  prescripciones  para  adelgazar,  tales  como  pastillas 
para  quitar  el  hambre,  diuréticos  para  eliminar  agua,  medica- 
mentos o substancias  que  supuestamente  queman  la  grasa  del 
cuerpo,  libros  sobre  dietas,  aparatos  mecánicos  para  rebajar, 
gimnasios  y dietas  especiales.  En  productos  que  se  compran 
sin  receta  solamente  se  gastan  unos  120  millones  al  año  y se 
espera  que  suba  a 194  millones  para  el  año  1985. 

En  Puerto  Rico  existe  una  muy  elevada  prevalencia  de 
obesidad  que  ha  precipitado  un  confuso  estado  en  relación  a 
las  causas  y el  tratamiento  de  esta  condición.  La  confusión  se 
debe  mayormente  a que  todo  el  mundo  opina  sobre  el  particu- 
lar y a la  continua  propaganda  de  productos  dietéticos  y 
naturales,  dietas  especiales,  ejercicios,  pastillas,  inyecciones  y 
otros  métodos  que  alegadamente  son  magníficos  para  reducir 
de  peso.  Muy  rápidamente  se  corre  la  voz  cuando  una  persona 
ha  logrado  perder  mucho  peso  en  poco  tiempo.  Lo  que  no 
divulga  mucho  es  que  la  gran  mayoría  de  dichas  personas 
vuelven  a aumentar  de  peso  y perjudican  tremendamente  su 
salud.  Ningún  tratamiento  se  puede  considerar  efectivo  y ade- 
cuado para  la  obesidad  si  no  corrige  el  problema  en  forma 
permanente. 

Mayormente  prevalecen  el  uso  indebido  y peligroso  de 
pastillas  deprimentes  del  apetito.de  tranqui fizantes,  de  di  uréti- 
cos. la  inyección  de  hormona  gonadotropina  coriónica,  acu- 
puntura. de  lecitina,  de  espirulina,  y de  dietas  drásticas  que  no 
nutren  adecuadamente.  En  el  presente  esta  en  moda  la  dieta 
Cambridge  (batidas)  y el  uso  de  pastillas  bloqueadoras  de  los 
almidones.  En  ambos  casos  la  Administración  de  Alimentos  y 
Drogas  Federal  (FDA)  se  ha  expresado  públicamente  en 
cuanto  al  serio  peligro  para  la  salud  que  conlleva  su  uso 
indiscriminado.  Las  pastillas  bloqueadoras  de  los  almidones 
fueron  prohibidas  por  la  mencionada  agencia  federal  y la  dieta 
Cambridge  se  ha  asociado  con  problemas  del  corazón  y hasta 
varias  muertes  con  el  uso  prolongado  de  estos  productos. 

A continuación  expongo  algunos  de  los  conceptos  aceptados 
hoy  día  en  los  campos  de  la  medicina  y la  nutrición  en  relación  a 
las  causas,  complicaciones  y el  tratamiento  correcto  y efectivo 
de  la  obesidad: 

1.  Causas:  La  causa  fundamental  de  la  obesidad  es  un 
exceso  de  calorías  en  la  alimentación.  En  Puerto  Rico  este 
exceso  se  debe  mayormente  a creencias  y costumbres  erró- 
neas. Mucha  gente  todavía  cree  que  estar  grueso  es  estar 
saludable.  Además,  se  fomentan  y estimulan  hábitos  que  favo- 
recen el  ingerir  calorías  en  exceso,  tales  como  picar  entre 
comidas,  comer  rápidamente,  servirse  más  de  una  vez.  en 


las  horas  de  comer,  y el  comer  por  placer  en  actividades  socia- 
les. Muchas  personas  también  canalizan  las  frecuentes  ansie- 
dades y preocupaciones  de  la  vida  presente  a través  de  la 
ingestión  de  alimentos. 

2.  Complicaciones:  La  razón  principal  para  adelgazar  es 
el  mantenimiento  de  la  salud.  En  los  últimos  años  se  ha 
recopilado  una  gran  cantidad  de  evidencia  científica  en  rela- 
ción al  grave  daño  que  ocasiona  la  obesidad  al  cuerpo 
humano.  La  lista  de  complicaciones  es  larguísima  que  sería 
imposible  mencionar  en  este  artículo,  pero  se  destaca  el  hecho 
de  que  la  obesidad  acorta  la  vida  de  la  persona  ya  que 
impone  un  excesivo  trabajo  mecánico  y metabólico  sobre  los 
órganos  vitales  y acelera  el  envejecimiento.  La  alta  presión 
arterial,  la  diabetes,  la  arteriosclerosis,  la  trombosis  coronaria, 
el  enfisema  pulmonar,  la  cirrosis  del  hígado,  el  cáncer  mama- 
rio y del  cuello  de  la  matriz,  las  complicaciones  operatorias  y 
durante  el  embarazo,  son  algunos  ejemplos  de  condiciones 
médicas  favorecidas  por  la  obesidad. 

3.  Tratamiento:  El  tratamiento  de  la  obesidad  es  esencial- 
mente dietético.  No  obstante,  un  tratamiento  adecuado  debe 
incluir  un  examen  médico  minucioso,  una  orientación  alimen- 
taria adaptada  a las  necesidades  calóricas  individuales  de  cada 
persona,  actividad  física  moderada,  pruebas  de  laboratorio 
para  diagnosticar  posibles  complicaciones  y el  tratamiento 
médico  de  éstas. 

El  tratamiento  aceptado  hoy  día  por  la  ciencia  médica  se 
conoce  como  Modificación  de  la  Conducta.  Por  este  método 
se  le  enseña  al  paciente  a ingerir  diariamente  las  calorías  que  le 
corresponden,  comiendo  a su  gusto  y pudiéndose  adaptar  a 
distintas  situaciones  que  se  le  presenten  tales  como  comer  en 
un  restaurant,  hotel  o en  casa  de  un  familiar  o amigo.  Al 
paciente  también  se  le  orienta  sobre  como  modificar  sus  malos 
hábitos  alimenticios  y a defenderse  de  las  costumbres  puer- 
torriqueñas que  favorecen  el  comer  en  exceso.  Incluye,  además, 
el  enseñarle  al  paciente  a preservar  su  peso  y su  grasa  normal 
por  el  resto  de  su  vida  mediante  una  técnica  deautosupervisión 
diseñada  al  respecto.  La  persona  que  adelgaza  y no  aprende  a 
mantenerse  vuelve  a engordar  tarde  o temprano. 

El  tratamiento  tiene  que  ser  individualizado  y adaptado  a 
cada  persona.  En  realidad  toda  persona  tiene  que  aprender  y 
acostumbrarse  a comer  las  cantidades  correctas  de  alimentos, 
las  calorías  recomendadas  y practicar  buenos  hábitos  alimen- 
ticios. 

Los  medicamentos,  tales  como  diuréticos,  tranquilizantes 
y pastillas  para  reducir  el  hambre,  no  son  necesarios  si  se 
orienta  y se  motiva  adecuadamente  al  paciente. 

Ejercicios  especiales  solamente  son  necesarios  cuando  la 
persona  lleva  una  vida  sedentaria  o por  razones  estéticas.  Una 
persona  que  realiza  una  actividad  física  moderada  no  necesita 
aumentarla  con  ejercicios  adicionales.  Sin  embargo,  una  vida 
sedentaria  es  sumamente  perjudicial  para  el  corazón  y las 
arterias. 

Nelson  Fernández-López,  M.D. 

Especialista  en  Nutrición 

San  Juan,  Puerto  Rico 
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WALTER  REED 
ARMY  MEDICAL  CENTER 


GENERAL  MENDEZ  TO  BECOME 
MEDICAL  SCHOOL  DEAN 

Major  General  Enrique  Mendez,  Jr.,  M.D.,  has  announ- 
ced his  plans  to  retire  as  commander  of  the  Walter  Reed  Army 
Medical  Center  (WRAMC)  to  become  the  Dean  of  the  Ponce 
School  of  Medicine  in  Puerto  Rico. 

He  will  become  the  School’s  third  Dean  at  the  beginning  of 
its  1983  academic  year  in  August.  Gen.  Mendez,  who  became 
WRAMC’s  23rd  commander  Sept.  30,  1981,  will  retire  in 
June. 

A native  of  Santurce,  Puerto  Rico,  Gen.  Mendez,  51,  is  a 
board  certified  internist.  He  graduated  from  the  University  of 
Puerto  Rico  in  1951  with  a bachelor  of  science  degree,  and 
received  his  medical  degree  from  Loyola  University  in  Chi- 
cago in  1954.  He  interned  at  Mercy  Hospital  in  Chicago  the 
following  year. 

His  military  education  includes  an  internal  medicine  resi- 
dency at  Brooke  General  Hospital  in  San  Antonio,  TX;  gra- 
duation from  the  Command  and  General  Staff  College,  and 
study  at  the  Industrial  College  of  the  Armed  Forces,  where  he 
graduated  with  distinction. 

Prior  to  his  assignment  to  Walter  Reed,  Gen.  Mendez  had 
served  as  the  Army’s  Deputy  Surgeon  General;  director.  Health 
Care  Operations  in  the  Office  of  the  Surgeon  General 
(OTSG);  Deputy  Chief  of  Staff  for  Operations,  Health  Services 
Command,  San  Antonio,  TX.;  Director  of  Nonresident  Health 
Education  at  the  Academy  of  Health  Sciences  in  San  Antonio; 
and  chief.  Medical  Corps  Career  Activities  Division,  OTSG. 

Other  assignments  included  Commanding  Officer,  45th 
Field  Hospital  and  surgeon.  Southern  European  Task  Force, 
Vicenza,  Italy;  division  surgeon,  3rd  Armored  Division, 
Frankfurt,  Germany;  and  assistant  chief.  General  Internal 
Medicine  Service,  Tripler  General  Hospital,  Hawaii. 

Gen.  Mendez’  awards  and  decorations  include  the  Legion 
of  Merit  with  oakleaf  cluster;  the  Army  Commendation 
Medal;  the  Expert  Field  Medical  Badge;  the  Distinguished 
Service  Award  from  the  Federal  Health  Care  Executive  Insti- 
tute Alumni  Association;  and  the  Loyola  University  Alumni 
Award. 

Gen.  Mendez  is  a member  of  numerous  professional  orga- 
nizations. He  is  honorary  president  of  the  Interamerican 


College  Physicians  and  Surgeons,  a diplómate  of  the  Ameri- 
can Board  of  Internal  Medicine,  a senior  lecturer  at  the  Uni- 
vormed  Services  University  of  the  Health  Sciences,  and  a 
Fellow  of  the  American  College  of  Physicians. 


AMERICAN  ACADEMY 
OF  PEDIATRICS 


ROUTINE  PREOPERATIVE  X-RAYS 
NOT  REQUIRED 

Routine  preoperative  chest  X-rays  for  children  should  not 
be  required  and  should  be  performed  only  at  the  discretion  of 
the  attending  physician,  recommends  the  American  Academy 
of  Pediatrics  ( AAP). 

The  Academy’s  Committee  on  Hospital  Care  said  these 
types  of  radiographs  identify  few  unsuspected  significant  dis- 
eases among  children.  Chest  X-rays  should  not  substitute  for  a 
complete  medical  history  and  physical  examination,  which 
remain  the  best  means  of  determining  those  patients  who  run  a 
risk  of  complications  during  surgery. 

Preoperative  chest  X-rays  may  be  needed  when  the 
patient’s  history  or  physical  findings  indicate  respiratory,  car- 
diovascular, chronic  renal,  immune  deficiency  or  certain 
hematologic  disease,  or  malignancy  with  possible  pulmonary 
involvement. 

They  may  also  be  helpful  whenever  it  is  anticipated  that 
their  results  will  be  needed  for  comparison  with  postoperative 
X-rays. 

In  any  case,  the  committee  said,  the  attending  physician 
should  have  the  freedom  to  request  preoperative  chest  X-rays 
when,  in  his  or  her  judgment,  the  procedure  is  needed. 

DYING  CHILDREN  FARE  BETTER 
AT  HOME  THAN  HOSPITAL 

The  families  of  a terminally  ill  child  will  fare  better  emotio- 
nally and  psychologically  if  the  child  is  allowed  to  die  at  home 
rather  than  in  a hospital,  says  an  article  published  in  the  May 
issue  of  Pediatrics,  the  journal  of  the  American  Academy  of 
Pediatrics  (AAP). 

The  Midwest  Children’s  Cancer  Center  at  the  Medical 
College  of  Wisconsin  and  Milwaukee  Children’s  Hospital,  con- 
ducted a series  of  studies  that  suggest  fewer  adjustment  pro- 
blems result  after  participation  in  a formalized  Home  Care 
Program  for  dying  children. 

Parents  of  patients  who  received  terminal  care  in  the  hospi- 
tal were  more  anxious,  depressed,  and  defensive,  and  had 
greater  tendencies  toward  bodily  and  interpersonal  problems 
than  parents  of  patients  in  the  Home  Care  Program.  Siblings 
of  patients  who  received  hospital  terminal  care  were  more 
emotionally  inhibited,  withdrawn,  and  fearful  than  their  coun- 
terparts in  the  home  program. 

The  authors  of  the  article,  Raymond  Mulhern,  Ph.D., 
Mary  Lauer,  RN,  BSN,  and  Raymond  Hoffman,  Ph.D.,  noted 
that  families  of  children  treated  for  cancer  frequently  display  a 
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high  incidence  of  psychosocial  problems. 

When  the  child  dies,  preexisting  family  problems  often  get 
worse  and  may  persist  long  after  the  loss.  In  approximately 
half  of  the  families,  at  least  one  member  requires  psychiatric 
care  caused  b\  the  child’s  death;  70  percent  report  serious 
marital  discord;  and  25-50  percent  of  surviving  siblings  expe- 
rience major  emotional,  behavioral  or  academic  adjustment 
difficulties,  the  article  reported. 

The  appeal  of  home  care  to  patients  and  their  families  at 
the  center  has  been  widespread.  The  authors  said  more  than  80 
percent  of  the  families  chose  this  option  when  available.  Home 
care,  they  said,  has  obvious  practical  and  financial  advanta- 
ges, helped  families  regain  more  previous  social  functioning, 
and  created  less  intense  guilt  than  what  people  experienced 
when  they  didn’t  participate  in  home  care. 

In  fact,  the  article  said  families  providing  home  care  displa- 
yed a greater  degree  of  family  commitment  and  support  in 
contrast  to  the  tendency  of  families  that  did  not  provide  home 
care  to  be  more  assertive  and  self-sufficient. 

In  addition,  the  researchers  noted  little  support  for  the 
notion  that  the  Home  Care  Program  was  emotionally  over- 
whelming for  families.  Instead,  they  said,  the  opposite  trend  is 
apparent:  parents  who  didn’t  use  home  care  displayed  more  of 
the  previously  mentioned  physical  and  psychological  pro- 
blems. Home  care  led  to  a decreased  sense  of  helplessness, 
including  a greater  sense  of  control  over  the  child’s  terminal 
care  and  an  increased  opportunity  for  family  intimacy. 

The  study  was  drawn  from  the  completed  reports  of  24 
families  of  terminally  ill  children  who  participated  in  the 
Home  Care  Program,  and  13  families  of  similar  children 
whose  offspring  died  in  the  hospital.  Both  groups  answered 
questions  3 to  29  months  after  the  child’s  death  on  parent  and 
sibling  personality,  as  well  as  family  functioning. 


aa  AMERICAN  ASSOCIATION 
BB  OF  BLOOD  BANKS 


THYMOSIN  TEST  UNDER 
STUDY  AS  AIDS  DETECTOR 


A George  Washington  University  biochemist,  Allan  L. 
Goldstein,  PhD,  has  announced  the  development  of  a test  that 
he  says  may  be  an  indicator  to  identify  certain  individuals  at 
high  risk  for  AIDS.  The  announcement  was  made  at  a meeting 
of  the  American  Society  of  Microbiology  and  the  news  of  the 
test  has  been  reported  in  the  national  media. 

The  test  is  not  a specific  assay  for  AIDS,  but  reveals 
excessive  levels  of  thymosin  alpha  1 in  the  blood,  which  play  a 
role  in  the  body’s  immunity.  Preliminary  studies  conducted  at 
the  American  Red  Cross  in  Washington,  DC,  resulted  in  the 
detection  of  an  elevated  thymosin  alpha  1 level  in  one  out  of 
150  donors  tested.  Other  studies  conducted  at  M.D.  Anderson 
hospital  in  Houston,  George  Washington  University  in  Was- 
hington, DC,  the  National  Cancer  Institute,  and  New  York 
University,  revealed  an  elevated  thymosin  alpha  1 level  among 
60-70  percent  of  male  homosexuals  at  high  risk  for  AIDS  and 
70-80  percent  of  those  individuals  with  AIDS. 


Roche  Biomedical  Laboratories  has  acquired  the  right  to 
duplicate  Goldstein’s  data  and  assay.  According  to  James 
eyer,  PhD,  of  Roche,  the  firm  will  engage  in  extensive  testing 
working  with  researchers  nationwide  in  an  attempt  to  shed 
some  light  on  a specific  assay  for  AIDS. 

POSSIBLE  ANIMAL  MODELS 
FOUND  FOR  AIDS  STUDIES 

The  need  for  animal  models  to  further  study  acquired 
immune  deficiency  syndrome  (AIDS)  may  have  been  met  as 
recent  reports  have  disclosed  similar  immune  suppression  in 
Rhesus  monkeys  at  California  and  New  England  research 
centers.  The  possibility  of  developing  the  monkeys  as  animal 
models  was  discussed  at  a workshop  sponsored  by  the  Division 
of  Research  Resources,  National  Institutes  of  Health.  The 
workshop  compared  AIDS  in  humans  with  simian  acquired 
immune  deficiency  syndrome  (SAIDS), 
ciency  syndrome  (SAIDS). 

Researchers  at  the  New  England  Regional  Primate 
Research  Center  reported  discovery  of  lymphomas  in  Rhesus 
and  other  macaque  monkeys  of  both  sexes  and  immune  defi- 
ciency characterized  by  a high  incidence  of  unusual  infections, 
according  to  march  15  issue  of  The  NIH  Record,  which  repor- 
ted on  the  workshop.  The  infections  included  cytomegalovi- 
rus, protozoal  parasites  of  the  gastrointestinal  tract,  Pneu- 
mocystic  carinii  and  necrotizing  gingivitis.  Other  AIDS-like 
symptoms  such  as  anemia  and  a suppressed  T helper  to  T 
suppressor  cell  ratio  were  discovered  in  some  of  the  simian 
victims. 

In  a paper  published  in  a February  issue  of  The  Lancet. 
Roy  V.  Hendrickson,  DVM,  and  others  of  the  California  pri- 
mate Research  center  revealed  a syndrome  closely  resembling 
AIDS  affecting  a group  of  64  Rhesus  monkeys  maintained  in  a 
cage  outdoors.  Symptoms  in  this  group  included  generalized 
lymphadenopathy,  opportunistic  infections  including  cytome- 
galovirus, fever,  diarrehea,  chronic  wasting  and  high  mortality. 
One  animal  developed  a multifocal  cutaneous  fibrosarcoma,  a 
symptom  never  seen  before  in  the  colony,  which  shows  a 
possible  parallel  to  Kaposi’s  sarcoma,  frequently  seen  in 
human  AIDS  victims.  Of  the  64,  24  monkeys  have  died,  all  of 
them  female.  This  group  showed  a mortality  rate  7 percent 
higher  than  other  groups  of  monkeys  of  similar  sex  and  age 
distribution. 

While  not  all  symptoms  appear  in  both  humans  and  nonhu- 
man primates,  researchers  are  emphasizing  that  the  animals 
may  still  be  valuable  in  research  for  studying  immune  function, 
transmission  of  the  disease  and  the  role  viral  or  toxic  agents 
might  contribute. 


PUBLIC  HEALTH  SERVICE  ISSUES 
NEW  AIDS  STATEMENT 


The  Public  Health  Service  (PHS)  issued  a statement  in  the 
Morbidity  and  Mortality  Weekly  Report  on  Acquired 
Immune  Deficiency  Syndrome  (AIDS)  from  the  centers  for 
Disease  Control,  the  Food  and  Drug  Administration,  and  the 
National  Institutes  of  Health.  A copy  of  the  federal  statement, 
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informational  materials  on  AIDS  which  can  be  used  in  the 
blood  bank,  and  a joint  statement  from  the  American  Associa- 
tion of  Blood  Banks,  the  American  Red  Cross,  and  the  Coun- 
cil of  Community  Blood  Centers  summarizing  highlights  of 
the  document  were  sent  to  all  Institutional  and  Associate 
Institutional  members. 

The  federal  statement  defines  groups  at  high  risk  for  AIDS 
as  those  with  symptoms  and  signs  suggestive  of  AIDS;  sexual 
partners  of  AIDS  patients,  sexually  active  homosexual  or 
bisexual  men  with  multiple  partners;  Haitian  entrants  to  the 
United  States;  present  or  past  abusers  of  IV  drugs;  patients 
with  hemophilia;  and  sexual  partners  of  individuals  at  increa- 
sed risk  for  AIDS.  The  PHS  recommended  the  following 
actions: 

1 . Sexual  contact  should  be  avoided  with  persons  known  or 
suspected  to  have  AIDS.  Members  of  high  risk  groups 
should  be  aware  that  multiple  partners  increase  the  proba- 
bility of  developing  AIDS. 

2.  As  a temporary  measure,  members  of  groups  at  increased 
risk  for  AIDS  should  refrain  from  donating  plasma 
and/or  blood.  This  recommendation  includes  all  indivi- 
duals belonging  to  such  groups,  even  though  many  indivi- 
duals are  at  little  risk  of  AIDS.  Centers  collecting  plasma 
and/or  blood  should  inform  potential  donors  of  this 
recommendation.  The  Food  and  Drug  Administration 
(FDA)  is  preparing  new  recommendations  for  manufac- 
turers of  plasma  derivatives  and  forestablishments  collec- 
ting plasma  or  blood.  This  is  an  interim  measure  to 
protect  recipients  of  blood  products  and  blood  until  speci- 
fic laboratory  tests  are  available. 

3.  Studies  should  be  conducted  to  evaluate  screening  proce- 
dures for  their  effectiveness  in  identifying  and  excluding 
plasma  and  blood  with  a high  probability  of  transmitting 
AIDS.  These  procedures  should  include  specific  labora- 
tory tests  as  well  as  careful  histories  and  physical 
examinations. 

4.  Physicians  should  adhere  strictly  to  medical  indicators  for 
transfusions,  and  autologous  blood  transfusions  are 
encouraged. 

5.  Work  should  continue  toward  development  of  safer 
blood  products  for  use  by  hemophilia  patients. 

The  PHS  recommendations  do  not  require  blood  banks  to 
directly  question  donors  about  their  membership  in  one  of  the 
high  risk  groups,  and  the  forthcoming  FDA  recommenda- 
tions are  not  anticipated  to  mandate  questioning  in  this 
regard,  but  rather  to  recommend  that  blood  banks  provide 
educational  materials  to  be  read  by  all  donor  and  acknowled- 
gement notices  to  be  signed  by  donors  stating  that  they  have 
read  these  materials. 

In  anticipation  of  the  new  FDA  recommendations,  the 
A ABB  has  forwarded  educational  materials  on  AIDS  to  be 
used  to  inform  donors  to  all  of  its  institutional  and  associate 
institutional  members. 


STUDY  REVEALS  UNUSUAL  STRUCTURES 
IN  AIDS  PATIENTS’  LYMPH  NODES 

The  April  7 issue  of  the  New  England  Journal  of  Medicine 
describes  a study  in  which  an  electron  microscopical  study  was 
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made  of  enlarged  lymph  nodes  obtained  from  18  homosexual 
men  with  unexplained  lymphadenopathy  and  of  lymph  nodes 
from  six  men  who  died  of  AIDS.  The  goal  of  the  study  was  to 
identify  an  etiologic  agent  or  some  other  unique  and  consis- 
tent ultrastructural  abnormality.  In  the  preliminary  report, 
the  authors  describe  unusual  structures,  which  they  term  “vas- 
cular rosettes”  that  were  found  in  the  cytoplasm  of  lymphoid 
cells  of  the  lymph  nodes  in  17  of  the  18  patients  with  lymphade- 
nopathy and  three  of  the  six  patients  with  fatal  AIDS.  Similar 
structures  were  found  in  the  lymph  nodes  of  only  two  of  31 
controls. 

To  minimize  observer  bias,  specimens  from  both  groups 
were  examined  independently  at  two  different  institutions;  the 
results  were  consistent.  A blind  review  of  three  positive  and 
seven  negative  cases  confirmed  the  initial  findings. 

While  cautioning  that  their  work  is  still  preliminary  and 
further  studies  are  needed  to  define  the  specificity  of  vascular 
rosettes  and  to  elucidate  their  possible  relation  to  disease,  the 
authors  state,  “If  these  rosettes  prove  to  be  unique  to  AIDS 
and  associated  conditions,  they  may  be  a diagnostically  useful 
marker.” 


Se  solicitan  candidatos 
para  el  puesto  de 
Profesor  de  Farmacología, 
preferiblemente  con 
experiencia  en  la 
enseñanza  de  estudiantes 
en  escuelas  de  medicina. 
Buen  sueldo  y beneficios 
marginales. 

Favor  de  enviar  resume  a: 


FARMACOLOGO 

G.P.O.  Box  71365  . 
San  Juan,  P.R.  00936-7365 
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REPORT  INFANT  DEATH  CAUSED 
BY  HERPES  PENUMONIA 


A six-day-old  infant  died  of  herpes-induced  pneumonia 
while  exhibiting  none  of  the  typical  signs  of  systemic  herpes 
simplex  virus  (HSV)  infection.  This  is  the  first  known  case  of 
isolated  primary  herpes  virus  pneumonia  in  a neonate.  Deaths 
more  typically  are  associated  with  critical  damage  to  the  cen- 
tral nervous  system.  Gerald  R.  Greene,  MD,  MPH,  and  collea- 
gues at  the  University  of  California-Irvine  Medical  Center, 
reporting  in  the  May  1983  American  Journal  of  Diseases  of 
Children,  say  the  most  likely  source  of  infection  was  the 
maternal  genital  tract.  They  suggest  that  the  infant  acquired 
the  infection  during  birth  by  aspirating  vaginal  secretions. 


CORNEAL  ALTERATIONS  IN 
SWIMMERS  DESCRIBED 


DIRE  PROGNOSIS  PREDICTED  FOR 
LEAN  CIGARETTE  SMOKERS 


Leaness  in  a cigarette  smoker  is  a “maker”  for  dire  progno- 
sis, according  to  researchers  from  the  National  Heart,  Lung, 
and  Blood  Institute,  reporting  in  JAMA. 

Working  with  statistics  from  the  Framingham  Heart 
Study,  Robert  Garrison,  MS,  and  colleagues  show  that  ciga- 
rette smoking  is  a “confounder”  of  the  relationship  between 
relative  weight  and  long-term  mortality.  It  has  long  been 
noted  that  both  obesity  and  smoking  are  markers  for  morta- 
lity risks.  The  authors’  finding  confounds  that  relationship  by 
showing  that  lean  smokers  are  at  greater  risk  than  all  but  the 
most  overweight  smokers. 

“Among  cigarette  smokers  (participating  in  the  study), 
lean  men  experienced  considerable  elevated  mortality,”  the 
authors  say.  They  add  that  the  most  common  cause  of  death 
among  underweight  smokers  was  cancer,  and  not  cardiovascu- 
lar disease.  Both  underweight  and  highly  obese  smokers  exhi- 
bited death  rates  10  times  higher  than  ideal-weight  nonsmokers, 
according  to  the  researchers. 

Lean  individuals  participating  in  the  study  had  weights 
ranging  between  90  percent  and  99  percent  of  the  ideal  weight 
(Metropolitan  relative  weight  schedules).  Very  obese  indivi- 
duals were  defined  as  having  weights  nearly  150  percent  of  the 
ideal  weight. 

Slightly  overweight  men  participating  in  the  study  showed 
higher  mortality  than  ideal  weight  subjects,  the  researchers 
point  out.  This  finding  disputes  the  widely  held  belief  that  a 
slight  overweight  condition  poses  no  increased  health  risks. 

“The  conclusion  from  the  data  presented  in  this  report  is 
that  the  concept  of ‘desirable  weight,’  as  defined  by  the  metro- 
politan Life  Insurance  Co.  in  1959  is  validated  by  the  Framing- 
ham Heart  Study,”  the  researchers  say. 


Descriptions  of  corneal  alterations  in  swimmers  are  offe- 
red in  a May  issue  of  JAMA  by  Jeffrey  R.  Haag,  MD,  and 
Richard  G.  Gieser,  MD,  of  Loyola  University  Medical  Center 
in  Maywood,  111.  Eye  examinations  performed  on  50  swim- 
mers before  and  after  they  swam  in  a chlorinated  pool  showed 
that  68  percent  had  symptoms  indicating  corneal  edema,  and 
that  94  percent  had  corneal  epitehlial  erosions  in  a punctate 
pattern. 


USE  OF  B-BLOCKERS  AFTER  HEART  ATTACK 


Harvard  Medical  School  researchers  Zoltán  G.  Turi,  MD, 
and  Eurgene  Braunwald,  MD,  predict  that  thousands  of  lives 
will  be  saved  in  the  coming  decade  through  application  of  the 
concept  of  “secondary  prevention.”  They  say  that  benefits 
appear  to  result  from  an  effect  secondary  to  B-blockade  in 
reducing  mortality  in  the  recovery  period  following  myocar- 
dial infarction,  and  recommend  that  treatment  with  B- 
blockers  begin  between  one  and  four  weeks  after  the  heart 
attack. 


RESTORING  THE  SMILE 
TO  A PARALYZED  FACE 


A procedure  described  in  the  March  issue  of  the  Archives  of 
Otolaryngology  hold  promise  for  restoring  the  capacity  for 
expression  in  patients  whose  faces  might  otherwise  remain 
paralyzed,  following  destruction  of  their  facial  nerves  from 
surgery  or  trauma. 

Michael  E.  Sachs,  MD,  from  New  York  Medical  College, 
and  John  Conley,  MD,  from  Columbia-Presbyterian  Medical 
Center,  New  York,  have  developed  a procedure  combining  a 
nerve  graft  with  muscle  transposition  that  results  in  a closer 
approximation  of  natural  facial  expression  than  has  been 
achieved  with  previous  procedures.  They  report  excellent 
results  over  a ten-year  period  in  15  patients  with  facial 
paralysis. 

Normally,  the  facial  nerves  on  each  side  of  the  face  branch 
into  several  distinct  muscle  groups,  allowing  them  to  move 
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independently  for  the  purposes  of  blinking,  chewing  and  swa- 
llowing, and  smiling,  Sachs  explains.  When  the  trunk  of  the 
nerve  connecting  it  to  the  brain  is  severed,  that  side  of  the  face 
becomes  paralyzed. 

To  facilitate  independent  movement  of  the  upper  part  of 
the  face,  Sachs  and  Conley  construct  a nerve  graft  to  reconnect 
the  trunk  of  the  facial  nerve  to  its  branches  surrounding  the 
eye.  To  control  movement  in  the  lower  part  of  the  face,  they 
divide  the  masseter  muscle  and  transpose  the  two  parts, 
with  their  own  nerve  supply,  to  areas  above  and  below  the 
month. 

By  performing  this  reconstruction  during  the  cancer  sur- 
gery, Sachs  and  Conley  avoid  the  muscle  atrophy  that  would 
occur  as  a result  of  severing  the  facial  nerve. 

The  muscle  transposition  works  immediately,  allowing  the 
patient  to  chew  and  swallow.  With  training,  the  patient  can 
learn  to  use  these  muscles  to  simulate  a smile.  In  about  nine 
months,  the  nerve  graft  becomes  operative  and  the  patient  is 
able  to  blink  and  otherwise  voluntarily  use  his  eye  muscles. 
Peak  improvement  is  usually  attained  after  about  two  years, 
Sachs  says. 

Facial  reanimation  surgery  is  not  new,  he  points  out.  There 
are  several  successful  single  techniques  to  restore  movement  to 
the  paralized  face.  What  distinguishes  the  dual  procedure 
developed  by  Sachs  and  Conley  is  a disassociation  of  move- 
ment that  allows  the  eye  and  mouth  to  move  independently, 
when  desired,  or  together,  as  in  a full  facial  smile.  Previous 
techniques  were  not  as  predictable  in  allowing  this  descrimi- 
nation. 


NEW  FINDINGS  LOOSEN  LINK  BETWEEN 
COFFEE  CONSUMPTION  AND  CANCER 


Researchers  from  the  National  Cancer  Institute  and  the 
Michigan  Cancer  Foundation  report  that  previous  studies 
linking  coffee  drinking  and  cancer  may  have  been  biased. 

“The  estimate  of  the  effect  of  coffee  drinking  obtained 
from  hospital-based  case-control  studies  in  general  may  be 
biased,”  say  Debra  T.  Silverman,  ScD,  and  colleagues  in  on 
April  issue  of  JAMA. 

Previous  studies  compared  coffee-drinking  habits  of 
patients  with  pancreatic  cancer  to  the  habits  of  patients  hospi- 
talized for  other  conditions.  The  findings  showed  that  the 
cancer  patients  were  heavy  coffee  drinkers  compared  with  the 
others. 

“The  relationship  between  coffee  drinking  and  pancreatic 
cancer  risk  has  been  examined  in  four  hospital-based  case- 
control  studies,  yielding  conflicting  results,”  the  authors  say. 
At  least  one  positive  study  has  been  criticized  because  of  the 
procedure  used  to  select  the  control  group,  they  add.  Controls 
were  selected  from  the  patients  under  the  care  of  the  same 
physicians  caring  for  patients  with  pancreatic  cancer.  Thus, 
most  of  the  controls  had  been  hospitalized  for  gastrointestinal 
disorders,  which  often  alter  coffee-drinking  habits. 

Silverman  and  others  selected  262  hospital  controls  and 
427  population  controls  in  the  Detroit  metropolitan  area  for 
study.  The  hospital  controls  included  those  admitted  for  diges- 
tive disorders,  which  may  alter  diet  habits,  as  well  as  those 
admitted  for  conditions  such  as  fractures,  that  did  not  cause 
diet  changes. 


They  found  that  the  overall  proportion  of  coffee  drinkers 
in  the  total  hospital  control  group  was  similar  to  that  in  the 
population  control  group,  87  percent  of  hospitalized  men 
drank  some  type  of  coffee  compared  with  89  percent  of  popu- 
lation controls. 

“Only  55  percent  of  controls  hospitalized  for  digestive 
disorders  drank  two  or  more  cups  per  day,  compared  with  73 
percent  of  population  controls,”  the  researchers  say.  “In  con- 
trast, the  proportion  of  moderate-to-heavy  drinkers  (two  or 
more  cups  per  day)  among  controls  hospitalized  for  condi- 
tions that  probably  did  not  cause  a change  in  diet  was  almost 
identical  to  that  among  population  controls.” 

They  comment  that  “the  magnitude  of  bias  resulting  from 
failure  to  exclude  controls  hospitalized  for  ‘diet-altering’  con- 
ditions will  depend  on  two  factors  thay  may  vary  between 
studies:  the  distribution  of  ‘diet-altering’  conditions  among 
hospital  controls;  and  the  relationship  of  these  diseases  to 
coffee  consumption.”  They  suggest  that  referent  groups  for 
such  studies  should  exclude  patients  hospitalized  for  condi- 
tions that  cause  diet  changes. 


DISEASE  AND  DRUG  REACTIONS  FOUND 
TO  CAUSE  MOST  IMPOTENCE  IN  MEN 


Contrary  to  the  popular  notion  that  male  impotence  is 
caused  by  emotional  problems,  disease  or  adverse  reactions  to 
medications  were  found  to  be  the  cause  in  80  percent  of 
impotent  men  who  were  evaluated  in  a recent  Minneapolis 
study. 

Michael  F.  Slag,  MD,  and  colleagues  from  the  Veterans 
Administration  Medical  Center  and  the  University  of  Minne- 
sota surveyed  1 , 1 80  middle-aged  male  outpatients  of  a general 
medical  clinic.  Of  this  group,  401  admitted  to  having  a pro- 
blem with  impotence,  and  1 88  of  them  agreed  to  be  evaluated. 

Fifty-five  percent  of  the  men  evaluated  had  specific  disease 
states  that  caused  their  impotence,  including  neurologic  and 
urologic  conditions,  hormonal  imbalances  and  diabetes  melli- 
tus.  In  25  percent  of  the  men,  a medication  was  the  likely  cause 
of  the  impotence,  with  diuretics,  antihypertensives  and  vasodi- 
lators most  often  implicated.  Only  14  percent  of  the  men  had 
impotence  attributable  to  psychiatric  conditions.  No  specific 
cause  could  be  found  in  seven  percent. 

The  finding  that  34  percent  of  the  men  in  the  survey  were 
impotent  demonstrates  that  this  is  a common  problem  among 
middle-aged  and  elderly  patients  with  associated  medical  pro- 
blems. Slag  notes  that  only  six  of  the  401  impotent  men  had 
previously  had  their  problem  identified;  although  most  of  the 
men  evaluated  were  eager  to  discuss  impotence  with  the  inves- 
tigators, they  had  been  reluctant  to  call  it  to  the  attention  of 
their  own  physicians. 

The  recognition  of  impotence  is  critical  to  good  medical 
care  of  this  population  of  men,  the  authors  note.  This  is 
especially  true  of  patients  with  drug-induced  impotence  who 
may,  on  their  own,  stop  taking  their  medication  and  end  up 
poorly  treated.  In  addition,  impotence  places  strains  on  sexual 
relationships  that  may  lead  to  a decline  in  the  men’s  self- 
esteem and  self-care. 

Slag  advises  a thorough  medical  evaluation  of  the  impo- 
tent patient  to  rule  out  organic  causes.  A history  and  physical 
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examination  combined  with  a hormonal  analysis  should  be 
the  minimum.  Such  an  evaluation  can  identify  previously 
unrecognized  disease  or  lead  to  changes  in  medication  to 
reduce  side  effects.  If  those  methods  fail.  Slag  adds,  the  surgi- 
cal implant  of  a penile  prosthesis  may  allow  the  patient  the 
potential  to  continue  a satisfactory  sexual  relationship. 


CONSERV  ATIVE  TREATMENT  RECOMMENDED 
FOR  EARLY  BREAST  CANCER 


A large  scale  study  by  surgeons  and  physicians  at  Hous- 
ton’s M.D.  Anderson  Hospital  suggests  that  conservative  sur- 
gery and  irradiation  are  viable  alternatives  to  radical 
mastectomy  for  selected  patients  with  early  breast  cancer. 

Writing  in  the  May  1983  Archives  of  Surgery.  Marvin  M. 
Romsdahl,  MD.  PhD,  and  colleagues  report  that  922  patients 
were  followed  from  1955  through  1979  in  a study  that  compa- 
red conservation  surgery  and  irradiation  with  radical  or  modi- 
fied radical  mastectomy  in  the  treatment  of  minimal,  stage  I 
and  stage  II  breast  cancer. 

“Disease-free  survival  rates  at  five  and  ten  years  for 
patients  having  radical  mastectomy  or  conservation  surgery 
with  irradiation  are  similar,”  the  researchers  say.  “Survival 
rates  of  persons  having  radical  mastectomy  for  this  stage  of 
disease  are  comparable  with  others  reported.  Patients  having 
conservation  surgery  and  irradiation,  in  our  study,  had  vir- 
tually similar  survival  rates  to  radical  mastectomy  for  each  of 
the  three  stages  represented.” 

The  authors  point  out  that  radical  mastectomy  for  carci- 
noma of  the  breast  was  the  unchallenged  procedure  from  1894 
until  the  early  1950s.  Developments  in  staging  radiotherapy 
and  chemotherapy  since  then  have  set  the  stage  for  alternative 
approaches  to  treatment,  they  add. 

“In  different  persons,  carcinoma  of  the  breast  has  a wide 
spectrum  of  biologic  behavior,  and  clinical  outcomes  are  per- 
haps as  much  related  to  this  variable  as  to  specific  manage- 
ment,” The  researchers  caution.  “While  efforts  are  under  way 
to  define  and  understand  such  factors,  the  clinician  must  now 
rely  on  accurate  staging  in  comparing  treatment  modalities 
that  deviate  from  past  practices.” 

Conservation  surgery  and  irradiation  are  indicated  for 
patients  with  either  no  axillary  lymph  node  involvement,  or  a 
movable  node  in  the  lateral  axillary  compartment. 

“Cosmetic  results  and  patient  acceptance,  if  not  enthu- 
siasm, have  been  deemed  very  favorable,”  the  researchers  say. 
“This  experience  with  conservation  surgery  and  irradiation 
suggests  that  such  management  may  be  carried  out  in  selected 
patients  with  the  expectation  of  survival  and  local-regional 
recurrence  rates  similar  to  those  of  patients  having  radical 
mastectomy,”  they  conclude. 

RESEARCHER  SAYS  “ANTIPHOSPHORYL 
CHOLINERGICS”  MAY  BECOME 
THE  NEW  “ANTIHISTAMINES” 

Enthusiasm  for  antihistaminic  therapy  has  waned  dramati- 
cally since  the  substances  were  introduced  in  the  mid- 1940s. 
Where  95  percent  sucess  in  gaining  symptomatic  relief  was 


once  claimed,  it  now  appears  that  closer  to  35  percent  is 
realized. 

Forty  years  later,  investigators  are  working  on  new  met- 
hods to  protect  patients  from  histamine,  which  causes  hives, 
asthma,  and  other  allergic  reactions,  say  Walter  B.  Shelley, 
MD,  PhD,  writing  in  the  May  1983  Archives  of  Dermatology. 

“In  this  struggle  to  give  the  patient  protection  from  hista- 
mine, there  are  other  approaches,”  he  adds.  “One  centers  on 
blocking  the  release  of  histamine  from  the  mast  cells  lying 
alongside  the  vessel  walls.” 

Still  another  approach  lies  in  blocking  compounds  such  as 
platelet-activating  factor,  which  is  a thousand  times  more 
powerful  than  histamine  in  producing  reactions  such  as  hives, 
according  to  Shelley. 

The  introduction  of  antihistamines,  heralded  in  a Journal 
of  the  American  Medical  Association  article  in  1945,  generated 
enormous  enthusiasm,  he  ays.  The  excitement  began  to  wane 
as  physicians  and  patients  alike  discovered  alone.  Shelley  says 
that  new  research  efforts  center  on  blockage  of  receptors  for 
certain  antibodies  on  mast  cells,  and  on  the  development  of  a 
whole  new  class  of  “antiphosphoryl  cholinergics”  (substances 
involved  in  inhibiting  certain  nerve  fiber  reactions). 

“We  cannot  see  further  down  the  path,  but  surely  the 
organic  chemists  and  clinical  pharmacologists  will  lead  us  yet 
to  a second  milestone  article  on  the  treatment  of  urticaria,”  he 
says.  It  should  ignite  the  same  excitement  as  the  original  article 
in  1945  on  antihistamines,  he  adds. 


THYROID  SHIELDS  SLASH 
RADIATION  RISKS 


The  proper  use  of  lead  shields  drastically  reduces  the  risk 
of  thyroid  cancer  and  mortality  among  patients  who  undergo 
radiation  treatment  for  skin  disorders,  according  to  Univer- 
sity of  Pennsylvania  Medical  school  researchers. 

Herbert  Goldschmidt,  MD,  and  colleagues  subjected 
various  regions  of  a full  body  manikin  to  radiation  and  estima- 
ted that  unprotected  patients  are  at  more  than  1,000  times 
greater  risk  of  developing  thyroid  cancer  during  facial  radia- 
tion therapy  than  are  patients  protected  with  lead  collars 
during  treatment. 

While  the  increased  risk  of  thyroid  irregularities  in  patients 
who  received  radiation  therapy  for  tonsil,  acne,  scalp  and  skin 
problems  during  infancy  and  childhood  is  well  known,  the 
data  presented  by  these  Philadelphia  researchers  will  assist 
dermatologists  in  making  safer  risk-benefit  choices  between 
radiation  therapy  and  other  forms  of  skin  treatment  for  diffe- 
rent regions  of  the  body. 

“It  is  not  enough  to  know  that  certain  side  effects  may 
occur  in  some  patients;  we  also  need  quantitative  data  to 
assess  the  true  frequency  of  these  risks,”  say  the  researchers  in 
the  May  1983  Archives  of  Dermatology. 

“Only  then  can  the  risks  and  expected  benefits  of  the 
chosen  form  of  treatment  be  compared  with  risks  of  other 
therapeutic  modalities  and  with  the  risk  of  not  treating  the 
patient  at  all.” 

The  investigators  report  that  an  unprotected  child  exposed 
to  a therapeutic  radiation  dose  for  a skin  disorder  on  the  side 
of  the  face  has  a one  in  75  chance  of  developing  thyroid  cancer. 
When  protective  measures  are  used,  the  child's  risk  drops 
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significantly  to  one  in  120,000. 

“These  data  emphasize  that  the  use  of  either  treatment 
cones  (radiation-beam  focusing  devices)  or  lead  shields  is 
absolutely  essential  when  the  facial  area  is  irradiated,”  say  the 
researchers.  “The  combination  of  both  protection  measures  in 
even  more  effective.” 

The  protective  measures  employed  in  the  study  protected 
the  thyroid  region  of  the  manikin  from  99.99  percent  of  the 
initial  radiation  dose.  Protective  measures  reduced  an  initial 
1,000  rad  dose  to  five  rads.  A six  rad  exposure  has  been 
reported  in  previous  studies  relating  to  the  causes  of  thyroid 
tumors. 


INCIDENCE  OF  LIFE-THREATENING  ECTOPIC 
PREGNANCIES  SHOWN  INCREASING 


Both  the  numbers  and  incidence  of  ectopic  pregnancies  are 
on  a dramatic  upward  spiral  in  the  United  States.  Ectopic 
pregnancies  occur  when  a fertilized  ovum  fails  to  reach  the 
uterus,  developing  instead  in  the  ovary,  fallopian  tube,  or 
other  extrauterine  location,  and  creating  potentially  life- 
threatening  conditions. 

The  number  of  ectopic  pregnancies  rose  from  17,800  in 
1970  to  42,000  in  1978,  and  the  incidence  more  than  doubled, 
from  4.5  per  1 ,000  to  9.4  during  the  same  period,  according  to 
researchers  from  the  Centers  for  Disease  Control  reporting  in 
JAMA. 

In  Upstate  New  York,  the  rate  of  ectopic  pregnancies  per 
1,000  conceptions  increased  by  217  percent  from  1971  to  1979, 
say  researchers  from  that  state’s  department  of  health  in  a 
related  Journal  article. 

The  only  bright  spot  in  the  reports  is  provided  by  the  CDC 
observation  that  death  rates  from  ectopic  pregnancy  declined 
by  75  percent  during  the  study  period,  largely  because  of 
earlier  detection  and  improved  treatment. 

The  two  reports  “again  emphasize  the  dramatic  increase  in 
the  number  of  ectopic  pregnancies  that  have  been  diagnosed 
during  the  past  10  to  20  years,”  comment  David  A.  Eschen- 
bach,  MD,  and  Janet  R.  Daling,  PhD,  in  an  accompanying 
editorial. 

“A  twofold  increase  in  the  rate  of  ectopic  pregnancy  has 
been  documented  during  the  past  10-year  period,  and  rates 
generally  have  been  rising  at  an  even  faster  pace  during  the 
past  five  years,”  they  add.  “This  increase  in  ectopic  rates  has 
occurred  among  a wide  variety  of  populations  in  many  indus- 
trial countries.” 

Eschenbach  and  Daling  point  out  that  the  annual  number 
of  ectopic  pregnancies  in  the  US  is  now  estimated  at  40,000, 
and  that  such  pregnancies  still  accounted  for  5 percent  of 
reproductive  deaths  both  in  1955  and  1975.  In  addition  to 
morbidity  and  mortality  problems,  there  is  a 50  percent  inferti- 
lity rate  after  an  ectopic  pregnancy. 

“Even  when  a pregnancy  occurs,  the  chance  of  delivering  a 
live-born  infant  is  reduced,”  they  say.  “There  is  a 1 0 percent  to 
15  percent  risk  of  a subsequent  ectopic  pregnancy  in  women 
who  have  had  a prior  ectopic  pregnancy.” 

Acute  salpingitis  appears  to  be  a leading  cause.  “Women 
with  documented  acute  salpingitis  have  an  ectopic  pregnancy 
rate  that  is  increased  sevenfold  over  women  who  have  had  no 
known  salpingitis.  Seven  percent  of  the  first  pregnancies  that 
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occur  after  salpingitis  are  ectopic.” 

Other  identified  causes  include  gonorrhea,  gravidity, 
socioeconomic  status,  changes  of  contraceptives  methods 
(most  notably  tubal  ligation,  intrauterine  device,  and  low- 
dose  progestational  agents),  and  induced  abortion,  cesarean 
section,  fertility  induced  by  ovulatory  drugs,  pelvic  surgery, 
and  fetal  diethylstilbestrol  (DES)  exposure. 

To  study  trends  of  the  occurence  of  ectopic  pregnancies, 
the  CDC  researchers  examined  two  data  sets  from  the  Natio- 
nal Center  for  Health  Statistics:  the  National  Hospital  Dis- 
charge Survey;  and  the  national  vital  statistics  on  mortality  by 
cause. 

They  found  that  more  than  260,000  women  between  the 
ages  of  15  and  44  were  discharged  from  US  hospitals  with  a 
diagnosis  of  ectopic  pregnancy  from  1970  through  1978.  Both 
the  numbers  and  incidence  more  than  doubled,  and  the  overall 
incidence  for  the  period  was  7. 1 per  1 ,000  reported  pregnancies. 

They  also  found  that  the  risk  of  ectopic  pregnancy  increa- 
sed with  age,  that  it  was  greater  for  nonwhite  women  than 
white  women,  that  a pregnant  nonwhite  woman  at  age  35  or 
greater  had  approximately  a 2.6  percent  chance  that  her  preg- 
nancy was  ectopic,  and  that  the  death-to-case  rates  for  ectopic 
pregnancies  have  declined,  but  the  rates  for  nonwhite  women 
have  remained  consistently  higher  than  those  for  white 
women. 

The  New  York  State  researchers  analyzed  ectopic  pregnan- 
cies reported  to  the  health  department  between  1971  and  1979 
by  maternal  age,  race,  and  gravidity.  The  rate  per  1,000  con- 
ceptions increased  by  217  percent  during  that  period,  they 
found,  and  learned  that  the  percentage  of  increase  was  greater 
for  women  oer  30,  for  white  women,  and  for  women  with  three 
or  more  previous  pregnancies. 

“These  data  supported  those  of  others  reporting  an 
increase  in  the  rates  of  ectopic  pregnancies  in  recent  years,” 
the  researchers  comment.  “The  percentage  increase  differed 
by  maternal  age,  race,  and  gravidity,  being  greatest  among 
older  women,  white  women,  and  women  with  higher 
gravidity.” 

Editorial  observers  Eschenbach  and  Daling  call  for  further 
studies.  “It  seems  possible  that  multiple  factors  have  accoun- 
ted for  the  increasing  ectopic  rates,  including  but  not  limited 
to  an  increased  maternal  age,  increased  salpingitis  rate,  chan- 
ges in  contraceptive  practices,  and  an  increase  in  early  detec- 
tion,” they  say. 

“Well-designed  studies  using  proper  controls  and  multiva- 
riate statistical  techniques  will  make  it  possible  to  quantitate 
more  closely  the  importance  of  all  the  hypothesized  factors  in 
the  future,”  they  conclude. 


FIND  BEHAVIOR  OR  PREGNANT 
PROBLEM  DRINKERS  CAN  BE  CHANGED 


Reseachers  at  Boston  City  Hospital  report  favorable 
results  in  curbing  alcohol  consumption  among  pregnant 
women. 

In  a program  that  combined  therapy  for  heavy  drinking 
with  routine  prenatal  care,  they  found  that  67  percent  of 
problem  drinkers  who  participated  reduced  alcohol  consump- 
tion before  the  third  trimester,  say  Henry  L.  Rosett,  MD,  and 
colleagues  in  an  April  issue  of  JAMA. 
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“Two  thirds  of  the  women  who  participated  in  three  or 
more  counseling  sessions  reduced  their  drinking,”  they  report. 
“Public  health  campaigns  are  useful  in  increasing  the  aware- 
ness of  the  public  at  large  about  the  risks  of  alcohol.  Few 
alcoholics,  however,  change  their  drinking  patterns  in  res- 
ponse to  mass  raedia  campaigns,”  they  add. 

“Obstetricians,  family  practitioners,  pediatricians  and 
other  health  professionals  have  the  opportunity  to  intervene 
with  positive  results.  Women  who  drink  heavily,  whose  offs- 
pring are  at  greatest  risk,  will  respond  to  individual  supportive 
counseling  provided  by  their  health  care  professionals,”  they 
say. 

The  adverse  effects  of  heavy  maternal  alcohol  consump- 
tion during  pregnancy  on  fetal  development  have  been  widely 
reported.  Alcohol  abuse  can  alter  embryonic  organization  of 
cells  and  cause  malformations  throughout  the  developing 
fetus,  including  the  central  nervous  system,  the  researchers 
note. 

Their  supportive  counseling  focused  on  reduction  of  alco- 
hol consumption  and  underlined  the  potential  benefits  to  the 
fetus,  they  say.  Guilt-provoking  criticism  was  avoided,  they 
add. 


POSTMENOPAUSAL  SEXUAL  ACTIVITY 
REDUCES  RISK  OF  VAGINAL  ATROPHY 


Postmenopausal  women  who  are  sexually  active  undergo 
less  vaginal  deterioration  than  more  celibate  postmenopausal 
women,  according  to  Rutgers  Medical  School  researchers 
writing  in  an  April  issue  of  JAMA. 

Sandra  Lieblum,  PhD,  and  associates  say  assessments 
using  a checklist  called  a vaginal  atrophy  index  (VAI)  showed 
in  a study  of  52  postmenopausal  women  that  sexually  inactive 
women  experience  significant  shrinkage  of  the  vagina  and 
other  genital  structures.  The  VAI  measures  vaginal  depth, 
vaginal  mucosa,  skin  elasticity,  turgor  and  hair  growth. 

“Some  support  for  the  adage  ‘use  if  or  lose  it’  was  obtained 
in  this  research,”  they  write.  “Sexually  active  women,  defined 
by  frequency  of  intercourse,  did  have  significantly  less  vaginal 
atrophy  as  assessed  by  the  VAI  than  did  sexually  inactive 
women.” 

The  study  defines  sexually  active  women  as  those  who 
engage  in  intercourse  at  least  three  times  per  month.  It  defines 
sexually  inactive  women  as  those  who  engage  in  intercourse 
less  than  10  times  per  year. 

The  study  also  supports  recent  findings  that  androgens 
and  not  estrogens  may  be  primarily  responsible  fora  woman’s 
sex  drive.  It  also  shows  that  less  sexually  active  postmenopau- 
sal women  have  decreased  levels  of  androgens  (androstene- 
dione  and  testosterone)  as  well  as  vaginal  deterioration. 

Most  of  the  less  sexually  active  women  in  the  study  indica- 
ted that  the  circumstances  relating  to  their  activity  usually 
were  beyond  their  control,  citing  a lack  of  available  functional 
partners. 

“The  results  of  this  study  suggest  that  regular  sexual  acti- 
vity during  and  after  menopause  does  have  a beneficial  effect 
in  terms  of  reducing  vaginal  atrophy,  which  makes  the  invo- 
luntary nature  of  the  woman’s  sexual  abstinence  unfortu- 
nate,” the  researchers  say. 

Of  the  52  women  participating  in  the  study,  25  were 
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sexually  active,  23  were  inactive,  and  4 were  defined  as  border- 
line. The  inactive  women  appeared  to  have  lower  gross  inco- 
mes and  were  heavier  by  an  average  of  17  pounds  than  the 
active  women.  However,  both  groups  exhibited  similar  histo- 
ries of  present  age,  partner’s  age,  years  of  marriage,  education, 
degree  of  religiosity  and  number  of  vaginal  births. 


PREMENSTRUAL  DEPRESSION 
PARALLELS  MILD  PSYCHOSIS 


Premenstrual  depression  symptoms  often  resemble  mild 
psychosis  caused  by  environmental  pressures,  according  to 
psychiatrists  at  Albert  Einstein  College  of  Medicine. 

Uriel  Halbreich,  MD,  and  associates  report  in  the  May 
1983  Archives  of  General  Psychiatry  that  some  forms  of  pre- 
menstrual depression  parallel  mild  expressions  of  affective 
disorders. 

Persons  diagnosed  as  having  affective  disorders  normal 
moods  of  depression  and  elation.  While  some  patients  alter- 
nate between  elation  and  depression  the  latter  is  the  more 
common  affliction.  Either  endogenous  or  environmental  pres- 
sures elicit  depression. 

“Patients  who  have  had  ‘major’  depressive  episodes  with 
some  endogenous  features  (such  as  guilt,  self  depreciation, 
poor  appetite  and  early  waking)  may,  at  other  times  have 
episodes  without  such  features  or  milder  chronic  depressive 
conditions,”  say  the  researchers.  “The  clinical  features  of  pre- 
menstrual depression  resemble  these  other  nonendogenous 
depressive  conditions. 

“For  the  most  part,  the  premenstrual  dysphoric  (feeling  of 
malaise)  changes  resemble  other  subtypes  of  depressive 
syndromes  of  current  interest,  i.e.,  those  characterized  by 
anxiety,  hostility,  or  hypersomnia  and  overeating,”  the  resear- 
chers add. 

They  believe  that  in  order  to  identify  the  social  and  biologi- 
cal factors  which  precipitate  depression  in  some  women,  pre- 
menstrual changes  should  not  be  treated  as  the  single 
“premenstrual  tension  syndrome.”  Rather  they  should  be  stu- 
died as  diversified  subtypes. 

“It  is  apparent  that  the  study  of  relatively  homogenous 
groups  of  subjects  increases  the  likelihood  of  finding  specific 
biologic  and  environmental  changes  associated  with  specific 
premenstrual  changes.  This  process  in  turn  should  lead  to 
specific  treatment  approaches  for  those  women  for  whom 
treatment  is  warranted,”  say  the  researchers. 
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As  an  Army  Reserve  physician,  you  can  serve 
your  country  and  community  with  just  a small  invest' 
ment  of  your  time.  You  will  broaden  your  professional 
experience  by  working  on 
interesting  medical  projects" 
in  your  community.  Army 
Reserve  service  is  flexible,  so  it 
wont  interfere  with  your  practice 
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continuing  medical  education  pro- 
grams.  You  will  all  share  the  bond  of 
being  civic'minded  physicians  who  are  also  commiS' 
sioned  officers.  One  important  benefit  of  being  an  officer 
is  the  non'Contributory  retirement  annuity  you  will  get 
when  you  retire  from  the  Army  Reserve.  To  find  out 
more,  simply  call  the  number  below. 
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BE  ALL  YOU  CAN  BE. 

MAJ  Gerald  C.  Knoll,  MSC 
HQ,  US  Army  Forces  Command 
Attn:  USAR  AMEDD  Procurement 
Ft.  McPherson,  GA  30330 
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de  Medicina  y Centros  Cardiovasculares  en  el  área  de  Washing- 
ton, D.C.  El  programa  social  proveerá  un  entretenimiento 
sobresaliente  al  igual  que  excursiones  a los  centros  históricos  y 
culturales  de  Washington. 

Las  formas  de  abstractos  y copias  del  programa  preliminar 
estarán  disponibles  a principios  del  1985.  Solicitudes  de  infor- 
mación deben  ser  dirigidas  al  Dr.  Donald  C.  Harrison,  Secre- 
tario General,  X Congreso  Mundial  de  Cardiología,  7320 
Greenville,  Avenue,  Dallas,  Texas  75231.  Teléfono:  (214)750- 
5429. 


PEDIATRIC  DERMATOLOGY  SEMINAR  XI 
PRELIMINARY  NOTICE 


El  X Congreso  Mundial  de  Cardiología,  patrocinado  por 

la  Sociedad  y Federación  Internacional  de  Cardiología,  se 
celebrará  en  el  nuevo  Centro  de  Convenciones  en  Washing- 
ton, D.C.,  del  13  al  20  de  septiembre  de  1986.  El  Congreso  será 
dedicado  al  Dr.  Paul  Dudley  White,  quien  fue  el  médico 
personal  del  presidente  Eisenhower  durante  su  enfermedad 
cardíaca.  La  Asociación  Americana  del  Corazón  será  laanfi- 
triona  y organizará  esta  reunión  científica  que  se  espera 
atraiga  12,000  cardiólogos,  investigadores,  profesores  y enfer- 
meras de  más  de  70  países. 

De  acuerdo  al  Dr.  Thomas  N.  James,  presidente  del  Con- 
greso, todos  los  comités  importantes  han  sido  nombrados  y 
están  trabajando  activamente  en  el  programa.  El  Dr.  Elliot 
Rapaport,  director  del  Comité  Científico,  junto  a un  grupo  de 
distinguidos  cardiólogos  e investigadores,  se  han  comprome- 
tido en  hacer  de  este  Congreso  el  más  prominente  de  esta  clase 
hasta  el  día  de  hoy.  El  programa  persigue  enriquecer  el  conoci- 
miento científico  en  la  medicina  cardiológica  entre  los  científi- 
cos de  todo  el  mundo  al  igual  que  proveer  una  oportunidad 
para  compartir  ideas  en  áreas  prometedoras  de  investigación. 

Trabajos  valiosos  de  científicos  y cardiólogos  prominentes 
de  todas  partes  del  mundo  serán  presentados  en  las  Sesiones 
Científicas.  El  programa  consistirá  de  conferencias  magistra- 
les, simposios,  mesas  redondas,  sesiones  de  carteles,  y foros 
que  proveerán  oportunidades  para  la  discusión  libre  y el  inter- 
cambio amplio  de  información.  Se  exhibirán  películas  científi- 
cas y literatura  educativa  de  muchos  países.  Además,  habrá  un 
programa  especial  para  las  enfermeras  especializadas  en  car- 
diología. Los  lenguajes  oficiales  del  Congreso  serán  el  espa- 
ñol, inglés  y francés. 

Los  inscritos  en  el  Congreso  tendrán,  además,  la  oportuni- 
dad de  participar  en  visitas  científicas  al  Instituto  Nacional  del 
Corazón,  Sangre  y Pulmón,  la  Casa  Cardiovascular  del  Cole- 
gio Americano  de  Cardiologia  en  Bethesda,  y a varias  Escuelas 


The  11th  Pediatric  Dermatology  Seminar  will  convene  at 
the  luxurious  Doral  on  the  Beach  Hotel,  Miami  Beach,  Flo- 
rida, February  23-26,  1984.  Guest  speakers  will  include:  Ray- 
mond Caputo,  David  Fretzin,  Thomas  Fitzpatrick,  Alexander 
Fisher,  Guinter  Kahn,  Kenneth  Ratzen,  Walter  Tunnessen, 
The  seminar  fee  remains  at  $240.00. 

For  information  contact: 

Guinter  Kahn,  M.D.  (305-652-8600) 

16800  NW  2nd  Avenue  #401 
N.  Miami  Beach,  Florida  33169 


The  Western  Division  of  the  American  Geriatrics  Society 
informs  the  Twelfth  Annual  Symposium  of  the  Western  Divi- 
sion of  the  American  Geriatrics  Society  will  be  held  October 
28  and  29,  1983,  at  the  Boswell  Memorial  Hospital,  Sun  City, 
Arizona. 

Title: 

“Geriatric  Medicine  Today  and  Tomorrow” 

Chairman: 

Arthur  P.  Klotz,  M.D.,  Sun  City,  Arizona 

Highly  qualified  speakers  will  participate  and  the  program 
is  accredited  hour  for  hour,  category  1,CME.  Registration  fee 
will  be  $100.00  for  doctors  and  $50.00  for  non-physicians. 

For  further  information,  please  contact  Marian  Richard- 
son, Executive  Secretary,  Western  Division  of  the  American 
Geriatrics  Society,  13220  N.  105th  Avenue,  Room  12,  Sun 
City,  Arizona  85351. 
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UNIVERSITY  OF  WISCONSIN 
CONTINUING  MEDICAL  EDUCATION 


HOME  STUDY  COURSES 

The  University  of  Wisconsin  announces  the  availability  of 
home  study  courses  in  Hematology,  Hypertension,  Immuno- 
logy, Infectious  Diseases,  Neuropharmacology,  and  Pharma- 
cology. Courses  may  be  ordered  at  any  time  and  completed  at 
the  physician’s  own  pace.  Completion  of  a course  earns  from 
20  -45  hours  of  AMA  Category  I continuing  education  credit. 

For  further  information  contact:  Home  Study-CME,  Uni- 
versity of  Wisconsin,  460  WARF  Building,  610  Walnut  St., 
Madison,  WI  53705. 


THE  SOCIETY  OF  URORADIOLOGY 

THE  FIFTH  ANNUAL  SOCIETY  OF  URORADIOLOGY 
POSTGRADUATE  COURSE 
September  12-15,  1983  at  the 
Fairmont  Hotel  in  San  Francisco,  California 

This  course  will  feature  a comprehensive  review  of  timely 
uroradiologic  topics.  It  includes  presentations  on  computed 
tomography,  sonography,  nuclear  medicine,  digital  subtrac- 
tion angiography  and  nuclear  magnetic  resonance  as  applied 
to  the  urinary  tract  and  retroperitoneum.  Interventional  pro- 
cedures will  be  covered,  especially  in  the  workshops. 

The  President  is  Alan  Davidson,  and  the  Program  Direc- 
tor is  Bruce  J.  Hillman. 

The  Course  has  been  approved  for  25  hours  Category  I 
credit  by  the  American  College  of  Radiology. 

The  fee  for  the  course  is  $395.00  for  residents  and  fellows 
with  letter  from  Department  Chairman. 

For  more  information,  please  contact:  Mary  J.  Ryals, 
Course  Coordinator,  P.O.  Box  61203,  DWF  Airport,  TX 
75261,  Tel.  (214)  659-9590. 


THE  EIGHTH  ANNUAL  SAN  DIEGO 
POSTGRADUATE  RADIOLOGY  COURSE 

Will  be  presented  October  24-28, 1983  in  San  Diego,  Cali- 
fornia by  the  Department  of  Radiology  of  the  University  of 
California  San  Diego  Medical  Center  at  the  Hotel  del  Coro- 
nado in  Coronado,  California.  The  educational  objective  of 
this  course  is  the  provision  of  current  concepts  and  recent 


advances  in  diagnostic  radiology,  as  presented  by  leaders  in 
the  field. 

The  Program  Director  is  Robert  N.  Berk,  M.D. 

The  Course  is  accredited  for  27  hours  in  Category  1 for  the 
Physician’s  Recognition  Award  of  the  AMA  and  for  the  Certi- 
fication Program  of  the  CMA. 

For  further  information,  please  contact:  Mary  J.  Ryals, 
P.O.  Box  61203,  D/FW  Airport,  TX  75261.  Telephone:  (214) 
659-9590. 


ANNUAL  COURSE  IN  PEDIATRIC  RADIOLOGY 
October  31  - November  2,  1983 
The  Hyatt  Regency  Hotel 
Cambridge,  Massachusetts,  USA 

Sponsor:  Department  of  Radiology,  The  Children’s  Hospi- 
tal Medical  Center,  Harvard  Medical  School,  Boston, 
Massachusetts. 

Program  Chairman:  Dr.  John  A.  Kirkpatrick,  Jr.;  Program 
Director:  Dr.  Rita  L.  Teele.  Both  from  the  Department  of 
Radiology,  The  Children’s  Hospital  Medical  Center,  Harvard 
Medical  School,  Boston,  Massachusetts. 

This  three-day  course  will  provide  a review  of  diagnostic 
and  therapeutic  techniques  in  pediatric  radiology.  The  empha- 
sis will  be  on  solving  diagnostic  problems  as  they  arise  in 
clinical  practice.  Important  aspects  of  diagnostic  imaging  of 
children,  including  standard  roentgenography,  radiologic  spe- 
cial procedures,  nuclear  medicine,  ultrasonography,  and  com- 
puted tomography  will  be  presented.  The  material  will  be 
based  on  the  experience  of  the  staff  of  The  Children’s  Hospital 
Medical  Center.  Teaching  methods  will  include  discussions, 
lectures,  workshops,  and  group  participation  in  interpretation 
of  radiographs.  Registration  is  limited. 

Accreditation:  22  hours,  Category  1,  AMA  Physician’s 
Recognition  Award. 

Tuition:  $365  (U.S.).  Includes  course  syllabus,  three  conti- 
nental breakfasts,  three  lunches,  and  all  refreshments  at 
breaks. 

Faculty:  Drs.  William  J.  H.  Caldicott,  Kenneth  E.  Fellows, 
Judah  Folkman,  N.  Thorne  Griscom,  G.B.  Clifton  Harris, 
John  A.  Kirkpatrick,  Jr.,  Robert  L.  Lebowitz,  Roy  D.  Strand, 
Rita  L.  Teele,  Salvador  Treves,  James  K.  Wallman,  Robert  H. 
Wilkinson. 

For  futher  information,  contact  Educational  Resources 
Associates,  Inc.,  P.O.  Box  369,  Brookline,  MA  (USA)  02146. 
Tel.  (617)  738-8859  or  8861. 
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The  weight  of 
objective  evidence 
supports  the  clinical 
efficacy  of  ^ 

Dalmane  ® ^ 

flurazepam  HCI/Roche 

15-mg/30-mg  capsules 

• Studied  extensively  in  the  sleep  labora- 
tory— the  most  valid  environment  for 
measuring  hypnotic  efficacy.1 12 

• Studied  in  over  200  clinical  trials  involv- 
ing over  10,000  patients.13 

• During  long-term  therapy,  which  is  sel- 
dom required,  periodic  blood,  kidney  and 
liver  function  tests  should  be  performed. 

• Contraindicated  in  patients  who  are  preg- 
nant or  hypersensitive  to  flurazepam. 


• Caution  patients  about  drinking  alcohol, 
driving  or  operating  hazardous  machinery 


References:  1.  Kales  A el  al:  J Clin  Pharmacol  17: 207- 
213,  Apr  1977  and  data  on  file,  Hoffmann-La  Roche  Inc., 
Nutley,  NJ.  2.  Kales  A:  Data  on  file.  Hoffmann  La  Roche 
Inc.,  Nutley'  NJ.  3.  Zimmerman  AM:  Curr  Ther  Res 
13: 18-22,  Jan  1971  4.  Kales  A et  al:  JAMA  24/1692  1695, 
Apr  20,  1979.  5.  Kales  A,  Scharf  MB,  Kales  JD:  Science 
207:1039-1041,  Sep  15,  1978.  6.  Kales  A el  al:  Clin 
Pharmacol  Ther  19: 576-583,  May  1976.  7.  Kales  A,  Kales 
JD:  Pharmacol  Physicians  4:1-6,  Sep  1970.  8.  Frost  JD  Jr, 
DeLucchi  MR:  J Am  Gerialr  Soc  27: 541-546,  Dec  1979. 

9.  Dement  WC  el  al:  Behav  Med  5:25-31,  Oct  1978. 

10.  Vogel  GW:  Data  on  file,  Hoffmann-La  Roche  Inc., 
Nutley,  NJ.  11.  Karacan  I,  Williams  RL,  Smith  JR:  The 


sleep  laboratory  in  the  investigation  of  sleep  and  sleep 
disturbances.  Scientific  exhibit  at  the  124th  annual  meet- 
ing of  the  American  Psychiatric  Association,  Washing- 
ton, DC,  May  3-7,  1971  12.  Poliak  CP,  McGregor  PA, 
Weitzman  ED:  The  effects  of  flurazepam  on  daytime 
sleep  after  acute  sleep-wake  cycle  reversal.  Presented  at 
the  15th  annual  meeting  of  the  Association  for  Psycho- 
physiological  Study  of  Sleep,  Edinburgh,  Scotland,  June 
30-July  4,  1975.  13.  Data  on  file,  Hoffmann-La  Roche  Inc., 
Nutley,  NJ. 


Dalmane*  <S 

(flurazepam  HCI/Roche) 

Before  prescribing,  please  consult  complete  prod- 
uct information,  a summary  of  which  follows: 
Indications:  Effective  in  all  types  of  insomnia  charac- 
terized by  difficulty  in  falling  asleep,  frequent  nocturnal 
awakenings  and/or  early  morning  awakening;  in  patients 
with  recurring  insomnia  or  poor  sleeping  habits;  in 
acute  or  chronic  medical  situations  requiring  restful 
sleep.  Objective  sleep  laboratory  data  have  shown  effec- 
tiveness for  at  least  28  consecutive  nights  of  administra- 
tion. Since  insomnia  is  often  transient  and  intermittent, 
prolonged  administration  is  generally  not  necessary  or 
recommended.  Repeated  therapy  should  only  be  under- 
taken with  appropriate  patient  evaluation. 
Contraindications:  Known  hypersensitivity  to  fluraze- 
pam HCI;  pregnancy.  Benzodiazepines  may  cause  fetal 
damage  when  administered  during  pregnancy.  Several 
studies  suggest  an  increased  risk  of  congenital  malfor- 
mations associated  with  benzodiazepine  use  during  the 
first  trimester.  Warn  patients  of  the  potential  risks  to  the 
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sedation,  lethargy,  disorientation  and  coma,  probably 
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pain,  nervousness,  talkativeness,  apprehension,  irritabil- 
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Dosage:  Individualize  for  maximum  beneficial  effect. 
Adults:  30  mg  usual  dosage;  15  mg  may  suffice  in  some 
patients.  Elderlv  or  debilitated  patients':  15:|mg  recom- 
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Sirviendo  a los  Socios  de  la  Cruz  Azul 


• 3,018  médicos  • 665  laboratorios 

• 680  dentistas  • 570  farmacias 

• 184  hospitales  privados  y públicos 


Un  emblema 
que  es  una 
garantía... 

En  todo  lugar  de  Puerto 
Rico  encontrarás  este 
emblema. 

Farmacias,  hospitales, 
médicos,  laboratorios, 
y dentistas  lo  exhiben 
con  orgullo. 

Ellos  constituyen  la 
mejor  garantía  de  que 
recibirás  los  servicios 
que  adquiriste  en 
tu  contrato  con  la 
Cruz  Azul. 

Cuando  necesites 
servicios  de  salud,  acude 
inmediatamente  con  tu 
tarjeta  Cruz  Azul  a un 
proveedor  de  servicios 
que  exhiba  el  emblema 
“Bienvenidos,  Socios 
Cruz  Azul”. 

Además  de  economizar 
dinero  y tiempo, 
encontrarás  en  ellos 
una  mano  amiga  y un 
servicio  esmerado. 

Para  tu  mejor 
conveniencia,  sigue  este 
consejo  de  la  Cruz  Azul 
a toda  su  matrícula. 

LA  CRUZ  AZUL 
DE  PUERTO  RICO 
Gente  Sirviendo 
a su  Gente 
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Columna  del  Editor 


En  este  número  volvemos  a publicar  artículos  originales 
de  gran  valor  científico  entre  los  que  cabe  destacar  el  Estudio 
del  Estado  Nutricional  de  la  Población  Puertorriqueña,  por  el 
Dr.  Nelson  Fernández  y un  trabajo  del  Dr.  Toledo  Pereyra 
sobre  preservación  de  órganos.  El  Dr.  Luis  Toledo  es  una 
autoridad  reconocida  en  este  campo  y el  tópico  es  de  gran 
relevancia  en  la  terapéutica  moderna.  En  el  Foro  de  Medicina 
Nuclear  se  ilustra  una  técnica  introducida  recientemente  que 
en  opinión  de  expertos  “ha  alterado  el  manejo  de  enfermos 
con  colecistitis  aguda”. 

Se  introduce  una  nueva  sección:  Medical  Aspects  of 
Nutrition,  de  gran  interés  práctico,  la  cual  reproducimos  con 
autorización  de  la  General  Mills  Co.,  de  Minnesota.  Espera- 
mos ofrecerla  mensualmente  si  tiene  una  acogida  favorable. 
Además  hay  dos  Artículos  Especiales  importantes  los  cuales 
van  seguidos  del  CT  Diagnosis,  el  Electrocardiograma  del 
Mes,  y las  secciones  fijas  de  noticias  médicas  y avisos. 

Queremos  señalar  que  el  artículo  del  Dr.  Heriberto 
Pagán-Saez  sobre  el  “posible  desarrollo  del  Centro  Médico  de 
Puerto  Rico”  ha  revivido  la  controversia  sobre  este  tema  en  la 
comunidad  médica  de  la  Isla  a juzgar  por  los  comentarios  que 
nos  llegan.  Exhortamos  a que  viertan  sus  opiniones  al  Boletín 
de  la  Asociación  Médica  de  Puerto  Rico  para  publicar  los 
mismos.  Con  ello  estaremos  cumpliendo  con  uno  de  nuestros 
objetivos:  ser  el  vehículo  principal  de  divulgación  médica  en  el 
país. 
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NUESTRA  PORTADA 

Serigrafía  de  Luis  Germán  Cajiga.  El  artista  nació  en  Quebradillas,  en 
1934.  Comenzó  sus  estudios  de  pintura  en  1952  en  el  Tallerde  la  División  de 
Educación  de  la  Comunidad,  bajo  la  dirección  de  Lorenzo  Homar,  de  quien 
Cajiga  obtuvo  mayormente  sus  conocimientos  de  caligrafía,  diseño,  ilustra- 
ción y grabado.  Félix  Bonilla  fue  su  maestro  de  serigrafía.  También  le 
ayudaron  mucho  en  su  formación  artística  Rafael  Tufiño,  José  Meléndez 
Contreras  y Fran  Cervoni. 

Después  de  realizar  varias  obras  pequeñas.  Cajiga  hizo  su  primera 
serigrafía  de  calidad  en  el  1957.  La  “Escalerilla  de  las  Monjas”  tuvo  una 
edición  de  450  y fue  vendida  en  pocos  años.  En  el  1961,  realizó  tres  obras: 
“El  Revendón”,  “La  Madama”  y “La  Billetera”,  serigrafías  que  contribu- 
yeron grandemente  a enaltecer  la  gráfica  puertorriqueña.  En  los  25  años  de 
trabajo  serigráfico,  Cajiga  ha  realizado  165  obras.  De  ellas,  más  de  100  ya  se 
han  agotado  como  una  muestra  del  alcance  de  la  obra  de  este  artista. 

Luis  Germán  Cajiga  se  inspira  principalmente  en  temas  bucólicos  y 
pueblerinos.  Las  calles  del  Viejo  San  Juan,  los  arrabales  capitalinos,  las 
barriadas  y pueblecitosde  la  isla  y la  gente  de  pueblo  son  temas  que  aprecian 
tanto  los  coleccionistas  locales  como  los  extranjeros.  Escenas  que  podrían 
pasar  inadvertidas  para  el  observador  casual  son  materia  prima  para  un 
artista  del  calibre  de  Cajiga.  Con  visión  clara  captura  él  todo  el  colorido  y 
sencillez  de  la  vida  cotidiana  de  su  pueblo.  Apacible  y sencillo  es  este  genial 
artista...  y así  son  sus  pinturas. 

Las  obras  de  Cajiga,  además  de  haberse  exhibido  en  muchos  lugares  en 
Puerto  Rico,  se  han  visto  en  varios  Estados  de  la  Unión,  México,  Panamá, 
Costa  Rica,  Venezuela,  Cuba,  Santo  Domingo,  Madrid,  París,  y la  Unión 
Soviética.  Obras  suyas  están  en  muchos  museos  y lugares  públicos  de 
algunas  de  las  principales  ciudades  del  mundo. 

Esta  serigrafía  está  a la  venta  por  la  Sociedad  de  Esposas  de  Médicos  de 
la  Asociación  Médica  de  Puerto  Rico.  Los  fondos  generados  se  utilizarán 
para  el  programa  de  Becas  de  la  Fundación  Médica  y para  el  proyecto  de  la 
Playa  de  Ponce,  de  Sor  Isolina  Ferré. 
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Acute  Cholecystitis: 
The  Old  and  the  New 


Acute  cholecystitis  is  characterized  by  right  upper 
quadrant  pain,  positive  Murphy’s  sign,feverand  leukocytosis. 
These  are  non-specific  findings  as  disclosed  in  study  by  Laing 
et  al  where  only  one-third  of  patients  referred  with  clinical 
impression  of  acute  cholecystitis  actually  proved  to  have  this1. 
More  than  95%  of  cases  of  acute  cholecystitis  are  associated 
with  cystic  duct  obstruction  by  cholelithiasis.  However, 
asymptomatic  cholelithiasis  has  been  reported  in  10-25%  of 
autopsy  material.  Therefore,  cholelithiasis  does  not  invariably 
result  in  chyolecystitis.  Acalculous  cholecystitis,  occuring  in 
5%  of  cases,  does  not  have  stones  in  the  cystic  duct  but 
obstruction  of  it  by  edema  has  been  postulated.  It  is  evident 
that  assesment  of  cystic  duct  patency  is  key  for  diagnosing 
acute  cholecystitis. 

Evaluation  of  cystic  patency  had  been  elusive  with 
standard  biliary  imaging  methods.  Oral  cholecystography 
requires  ingestion  of  contrast,  intestinal  absortion,  hepatic 
conjugation  and  excretion.  Failure  to  visualize  the  gall 
bladder  has  been  used  as  presumptive  evidence  of  cystic  duct 
obstruction  but  there  are  several  other  causes  for  non- 
visualization. Oral  cholecystography  remains  as  the  most 
cost-effective  and  sensitive  procedure  for  diagnosing  chole- 
lithiasis but  not  so  for  cholecystitis. 

Intravenous  cholangiography  has  a high  morbidity  (10- 
20%)  and  mortality  (1/5000).  In  addition,  it  has  poor 
sensitivity  and  specificity  as  well  as  a high  false  positive  rate 
which  have  rendered  the  exam  essentially  obsolete. 

Ultrasonography  has  evolved  as  an  excellent  method  for 
gall  blader  disease  evaluation2  3,  with  an  accuracy  above  95% 
in  the  diagnosis  of  cholelithiasis. 

Sonographic  diagnostic  criteria  for  acute  cholecystitis 
are:  presence  of  gall  stones,  positive  sonographic  Murphy’s 
sign,  gall  bladder  wall  thickening  (more  than  2mm),  peri- 
cholecystic  fluid  collections  and  non-visualization  of  the  gall 
bladder.  These  findings  have  been  described  with  other 
conditions  and  thus  are  non-specific.  Gall  bladder  wall 
thickening  may  be  due  to  non-fasting  state,  viral  hepatitis, 
hypoproteinemic  states,  right  heart  failure  and  other  abdo- 
minal inflammatory  processes.  Pericholecystic  collections, 
originally  thought  to  be  specific,  has  been  documented  in 
other  abdominal  inflammatory  conditions  such  as  pancrea- 
titis and  perforated  ulcers. 

Direct  cystic  duct  visualization  is  difficult  by  ultrasound 
due  to  fat  in  the  region,  valves  of  Heister  and  tortuosity 
causing  acoustic  interference. 

Ultrasonography  is  an  anatomic  rather  than  functional 
examination.  It’s  sensitivity  has  been  quoted  as  67%  and 


specificity  as  82%  in  diagnosing  acute  cholecystitis.  One  of  it’s 
advantages  is  it’s  ability  to  evaluate  surrounding  right  upper 
quadrant  structures  which  may  mimick  cholecystitis  clinically. 

Cholescintigraphy  has  evolved  as  the  imaging  method  of 
choice  for  evaluation  of  cystic  duct  obstruction  and  cholecystitis. 
Technetium-labelled  derivatives  of  iminodiacetic  acid  (Tc-"m 
HIDA,  PIPIDA,  etc.)  is  taken  up  by  the  hepatocytes  and 
excreted  in  the  bile.  It  provides  an  excellent  visualization  of  the 
biliary  tree  in  patients  with  normal  or  slightly  elevated  bilirubin 
(5-8  mg%)  with  a functional  and  anatomic  evaluation  of  the 
hepatobiliary  system.  It’s  overall  accuracy  for  diagnosis  of 
acute  cholecystitis  is  97%  with  0.58%  false  positive  and  4-8% 
false  negative  rates4.  Diagnostic  criteria  to  evaluate  cholescin- 
tigraphy include  gall  bladder  visualization  which  corresponds 
to  cystic  duct  patency,  degree  and  rate  of  hepatic  uptake, 
presence  or  absence  of  ductal  visualization,  time  of  gall  bladder 
visualization  and  intestinal  activity.  Visualization  of  gall 
bladder  in  less  than  1 hour  excludes  acute  cholecystitis. 
Cholescintigraphy  has  a 93.3%  accuracy  in  the  diagnosis  of 
acute  acalculous  cholecystitis.5  Early  diagnosis  and  treatment 
of  this  condition  is  essential  to  decrease  the  6.5%  mortality 
associated  to  it,  if  untreated.6 

Thus,  the  two  diagnostic  modalities  most  useful  for 
diagnosis  of  acute  cholecystitis  are  cholecystosonography  and 
cholescintigraphy.  Cost,  availability  and  experience  with  each 
technique  will  be  determinant  factors  in  the  clinician’s  choice  of 
diagnostic  modality. 

A case  of  acute  cholecystitis  is  discussed  in  the  Nuclear 
Medicine  Forum  of  this  issue. 


— - 


Edda  C.  Quintero,  M.D. 

Chief,  Radiology  Service 
VA  Med  & RO  Center 
Assistant  Professor  of  Radiology 
Medical  Science  Campus 
University  of  Puerto  Rico 
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ESTUDIOS  CLINICOS 


Estudio  del  Estado 
Nutricional  de  la  Población 
Puertorriqueña:  Datos 
Antropométricos  y 
Bioquímicos  en  Niños  y 
Adolescentes 

Nelson  A.  Fernández  López,  M.D.,  F.A.C.N.* 
Nexy  Quinonez  Toyos,  M.P.H.** 

Resumen:  Durante  los  años  1975  al  1977  se  realizó  un 

estudio  nutricional  en  una  muestra  representativa  de  la  pobla- 
ción puertorriqueña.  Se  recopilaron  datos  dietéticos,  antropo- 
métricos y bioquímicos.  Esta  publicación  incluye  solamente 
datos  de  peso,  estatura,  circunferencia  braquial,  grasa  subcu- 
tánea branquial  y circunferencia  cefálica  en  niños  de  1 a 6 años 
de  edad;  y excreciones  urinarias  de  tiamina,  riboflavina  y 
N’metilnicotinamida  en  niños  y adolescentes. 

Los  resultados  de  peso  para  talla  alcanzada  demostraron 
una  prevalencia  de  desnutrición  de  20.5%.  La  grasa  subcutánea 
braquial  mostró  un  20.6%  bajo  la  percentila  10  (desnutrición) 
y 15.5%  sobre  la  percentila  76  (sobrenutrición).  La  circunfe- 
rencia braquial  arrojó  6.2%  con  niveles  moderados  de  desnu- 
trición calórico-protéica.  La  circunferencia  cefálica  reveló 
27%  de  valores  bajos.  La  desnutrición  antes  descrita  fue  más 
prevalente  en  niños  de  1 a 3 años  de  edad. 

Las  excreciones  urinarias  revelaron  un  incremento  signifi- 
cativo de  valores  bajos  de  riboflavina  y N’metilnicotinamida  en 
comparación  con  estudios  anteriores.  La  prevalencia  de  valo- 
res bajos  y deficientes  para  tiamina,  riboflavina  y N’metilnico- 
tinamida fue  de  7%,  31%  y 50%  respectivamente. 

El  Programa  de  Cupones  de  Alimentos  mostró  tener  un 
efecto  beneficioso  sobre  el  estado  nutricional  de  nuestros  niños 
de  familias  menos  privilegiadas. 


* Catedrático  Asociado.  Departamento  de  Bioquímica  y Nutrición, 
Escuela  de  Medicina.  Universidad  de  Puerto  Rico. 

**  Directora,  Programa  de  Nutrición  y Dietética,  Departamento  de  Salud. 
Estado  Libre  Asociado  de  Puerto  Rico. 

Los  gastos  de  este.e  studio  fueron  sufragados  por  el  Departamento  de  Salud 
del  Estado  Libre  Asociado  de  Puerto  Rico  y e!  Donativo  M-75-162  de  la  Oficina 
de!  Decano  de  I a Escuela  de  Medicina  de  la  Uni  versidad  de  Puerto  Rico. 


Durante  los  años  1975  al  1977  el  Departamento  de  Salud 
del  Estado  Libre  Asociado  de  Puerto  Rico  llevó  a 
efecto  la  recolección  de  datos  para  un  estudio  nutricional  de 
la  población  puertorriqueña.  Este  estudio  fue  organizado 
bajo  la  dirección  del  Comité  de  Investigaciones  Nutricionales 
de  la  Comisión  de  Alimentación  y Nutrición  de  Puerto  Rico. 
El  equipo  de  investigación  estuvo  compuesto  por  personal 
del  Programa  de  Nutrición  y la  Oficina  de  Desarrollo  de 
Información  del  Departamento  de  Salud,  y personal  del 
Departamento  de  Bioquímica  y Nutrición  de  la  Escuela  de 
Medicina  del  Recinto  de  Ciencias  Médicas  de  la  Universidad 
de  Puerto  Rico. 

Los  objetivos  principales  del  estudio  fueron  el  evaluar  el 
estado  nutricional  de  la  población  puertorriqueña  desde  el 
punto  de  vista  dietético  y clínico,  y determinar  el  efecto  del 
Programa  de  Cupones  para  Alimentos  sobre  el  estado  nutri- 
cional de  nuestra  población. 

La  muestra  utilizada  para  este  estudio  correspondió  a las 
familias  incluidas  en  los  tres  primeros  trimestres  de  la  Mues- 
tra Básica  de  Salud  correspondiente  a los  meses  de  enero  a 
septiembre  del  año  1975.  En  esta  publicación  se  presentan  y 
discuten  únicamente  los  datos  antropométricos  y bioquími- 
cos recopilados  durante  el  estudio. 

Materiales  y Métodos 

La  Muestra  Básica  de  Salud  es  una  muestra  múltiple  estrati- 
ficada de  la  población  de  Puerto  Rico  que  utiliza  la  Sección 
de  Investigaciones  de  la  Secretaría  Auxiliar  para  Planifica- 
ción, Evaluación  y Desarrollo  del  Departamento  de  Salud. 
La  mismna  es  una  sub-muestra  de  la  muestra  utilizada  por  el 
Estudio  del  Grupo  Trabajador  del  Negociado  de  Estadísticas 
del  Departamento  del  Trabajo. 

La  información  recopilada  cubrió  tres  aspectos:  dietético, 
antropométrico  y pruebas  urinarias.  Todos  los  datos  fueron 
recopilados  por  nutricionistas  del  Programa  de  Nutrición  del 
Departamento  de  Salud.  Se  seleccionó  una  nutricionista  por 
región  de  salud,  quienes  fueron  debidamente  adiestradas  para 
realizar  esta  labor.  Estas  nutricionistas  fueron  asignadas  tres 
días  a la  semana  para  realizar  las  entrevistas,  excepto  la  de  la 
región  metropolitana  que  trabajó  a tiempo  completo.  Las 
familias  fueron  entrevistadas  en  sus  hogares  en  las  horas  en 
que  todos  sus  miembros  estuvieron  reunidos,  ya  fuese  en 
horas  regulares  de  trabajo,  en  horas  fuera  del  trabajo  regular 
o en  sábados,  domingos  y días  feriados.  El  período  de  visitas 
a los  hogares  se  inició  a fines  del  mes  de  junio  de  1975  y se 
terminó  en  noviembre  de  1976. 

La  encuesta  dietética  consistió  de  la  obtención  de  datos 
cuantitativos  a nivel  familiar  de  los  alimentos  consumidos 
durante  la  semana  previa  a la  entrevista.  En  la  encuesta 
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antropométrica  se  examinaron  los  niños  de  1 a 6 años  inclui- 
dos en  las  familias  entrevistadas  y se  obtuvo  la  siguiente 
información:  peso,  talla,  circunferencia  del  brazo,  grasa  sub- 
cutánea braquial  y circunferencia  cefálica.  Se  utilizó  equipo 
especializado  como  infantómetros,  balanzas,  calibradores  de 
grasas  (Large)  y cintas  métricas  para  obtener  esta  medidas. 

Se  tomaron  muestras  de  orina  de  los  niños  y adolescentes 
menores  de  1 8 años  que  estuvieron  presentes  en  la  vivienda  al 
momento  de  hacerse  la  entrevista.  Las  muestras  de  orina 
fueron  analizadas  para  determinar  los  niveles  de  excreción  de 
tiamina,  riboflavina  y N’metilnicotinamida  por  gramo  de 
creatinina.  Estas  muestras  fueron  rotuladas  y entregadas  al 
laboratorio  del  Departamento  de  Bioquímica  y Nutrición  de 
la  Escuela  de  Medicina,  Recinto  de  Ciencias  Médicas,  en  un 
término  de  48  horas  después  de  obtenidas  para  ser  analizadas 
en  éste. 

La  muestra  final  procesada  fue  de  1,737  familias.  De 
éstas,  1,030  (59.2%)  residían  en  zona  urbana  y 707  (40.8%) 
residían  en  zona  rural.  Un  total  de  863  (49.6%)  familias 
informaron  recibir  cupones  de  alimentos  y 874  (50.4%)  infor- 
maron no  recibir  cupones  de  alimentos. 

Resultados  y Discusión 
Datos  Antropométricos 

Los  datos  antropométricos  obtenidos  que  resultaron  ser 
más  representativos  del  estado  nutricional  de  los  niños  puer- 
torriqueños fueron:  peso  para  estatura  alcanzada,  grasa  sub- 
cutánea braquial,  circunferencia  braquial  y circunferencia 
cefálica. 

No  existen  normas  en  Puerto  Rico  para  evaluar  el  peso  de 
los  niños  de  1 a 6 años  de  acuerdo  a su  edad  cronológica,  y su 
comparación  con  normas  de  Estados  Unidos  no  propor- 
cionó una  evaluación  justa  y real.  Por  ejemplo,  usando  las 
normas  recientes  de  peso  para  edad  del  “Hanes  Survey”1, 
se  observó  que  un  72%  de  los  niños  estudiados  estaban  bajo  el 
promedio,  lo  que  tendería  a mostrar  una  prevalencia  más 
elevada  de  subnutrición  en  nuestro  país  de  la  que  realmente 
existe.  Los  datos  de  talla  o estatura  para  la  edad  usando  los 
parámetros  del  “Hanes  Survey”  resultaron  más  equitati- 
vos, ya  que  solamente  54%  de  los  niños  puertorriqueños 
resultaron  bajo  promedio  y este  hecho  es  lo  que  hizo  aún  más 
confiable  el  que  empleáramos  el  peso  para  la  talla  alcanzada 
como  el  mejor  indicador  del  estado  nutricional  en  lo  que 
concierne  a los  datos  de  peso  y estatura. 

La  grasa  subcutánea  tricipital  o braquial  se  considera  hoy 
día  el  indicador  individual  más  válido  del  por  ciento  de  grasa 
corporal  de  uso  clínico  en  niños  de  1 a 6 años  de  edad.2  Es  un 
índice  confiable  de  las  reservas  energéticas  o calóricas  del 
organismo  y,  por  lo  tanto  del  estado  de  nutrición  calórica. 

La  circunferencia  braquial,  que  incluye  piel,  grasa  subcu- 
tánea, músculos  y hueso,  también  sirve  como  indicador  del 
estado  de  nutrición  calórico-protéica  de  los  niños.  Reciente- 
mente se  ha  observado  que  la  circunferencia  braquial  varía 
muy  poco  entre  1 y 4 años  de  edad,  de  tal  forma  que  se  ha 
sugerido  el  uso  de  un  “standard”  único  para  las  edades  de  1 a 
5 años.  El  “standard”  único  (Age  Constant  Arm  Standard) 
sugerido  es  de  16.5  cm.  También  se  ha  sugerido  una  clasifica- 
ción interpretativa  como  “screening”  nutricional  en  las 
encuestas  poblacionales:  ( 1 ) el  grupo  rojo  con  mediciones  por 
debajo  de  12.5  cm.  o 76%  del  “standard”  constante  que 


sugieren  la  mayor  desnutrición;  (2)  el  grupo  amarillo  con 
mediciones  entre  12.5  y 14  cm.  o 76  o 85%  del  “standard” 
constante  que  incluye  aquellos  niños  con  desnutrición 
calórico-protéica  moderada  o fronteriza;  y (3)  el  grupo  verde 
con  mediciones  sobre  14  cm.  u 85%  del  “standard”  constante 
que  incluye  niños  normales  o bien  nutridos.3 

El  perímetro  cefálico  depende  principalmente  del  tamaño 
del  cerebro  y,  en  pequeña  proporción,  del  espesor  del  cuero 
cabelludo  y del  cráneo.  El  tamaño  del  cerebro  aumenta  rápi- 
damente durante  el  primer  año  de  vida,  en  el  que  el  perímetro 
cefálico  suele  reflejar  más  bien  la  edad  que  el  estado  de  salud 
o nutrición.  Sin  embargo,  el  tamaño  del  cerebro  y el  espesor 
de  los  tejidos  blandos  del  cuero  cabelludo  y del  cráneo  pue- 
den variar  con  el  estado  de  nutrición,  de  manera  que  en  el 
segundo  año  de  vida  el  perímetro  cefálico  es  ligeramente 
afectado  por  la  malnutrición  calórico-protéica.  Los  datos  de 
circunferencia  cefálica  fueron  evaluados  usando  valores  de 
Owen.4 

A.  Peso  para  talla  alcanzada: 

Este  parámetro  representa  un  mejor  indicador  del  estado 
nutricional  de  nuestros  niños,  ya  que  no  existen  normas  de 
peso  para  la  edad  cronológica  en  niños  puertorriqueños  de  1 
a 6 años.  Una  diferencia  en  peso  para  la  estatura  representa 
un  grado  más  severo  y prolongado  de  desnutrición  calórico- 
protéica.  Para  esta  evaluación  se  utilizaron  las  normas  de 
Stuart.5 

Según  la  tabla  1,  es  interesante  observar  que  un  20.5%  de 
todos  los  niños  examinados  tenía  menos  del  80%  del  peso 
para  su  estatura.  Esta  prevalencia  fue  mayor  (29.7%)  en  niños 
de  1 a 3 años  de  edad.  Inclusive  hubo  2 casos  de  2 años  con 
valores  por  debajo  del  60%  del  peso  para  la  talla  alcanzada. 
Estos  resultados  manifiestan  una  prevalencia  sorpresiva- 
mente elevada  de  desnutrición. 

Por  otro  lado,  se  observa  una  prevalencia  de  obesidad 
(20%  o más  sobre  el  peso  para  la  altura)  en  cerca  de  4%  de 
todos  los  niños  y un  10.9%  tenía  sobre  10%  del  peso 
promedio. 


TABLA  I 


Porciento  de  Peso  para  Estatura 

Edad 

<60% 
Núm.  % 

60-69% 
Núm.  % 

70-79% 
Núm  % 

80-89% 
Núm.  % 

90-99% 
Núm  % 

100-109% 
Núm.  % 

110-119% 
Núm.  % 

>119% 
Núm.  % 

1 año 

53  niños 

0 

0 

4 

7.5 

12 

22.6 

15 

28.3 

9 

170 

9 

170 

3 

5.7 

1 

1.9 

2 años 

78  niños 

2 

2 6 

7 

90 

21 

269 

13 

16.7 

19 

24.3 

9 

11.5 

5 

64 

2 

2.6 

3 años 

94  niños 

0 

0 

6 

64 

15 

16.0 

15 

16.0 

21 

22.3 

22 

23  4 

7 

7.4 

7 

7.4 

4 años 

81  niños 

0 

0 

4 

4.9 

7 

8.6 

18 

22.2 

22 

27.2 

19 

23.5 

9 

11.1 

1 

1.2 

5 años 

97  niños 

0 

0 

4 

4 1 

11 

11.3 

24 

24  7 

34 

35.1 

14 

144 

5 

5.2 

5 

5.2 

6 años 

80  niños 

0 

0 

0 

0 

6 

7.5 

26 

32.5 

21 

26.3 

18 

22.5 

5 

6.2 

3 

3.8 

1 -6  años 
483  niños 

2 

04 

25 

5.2 

72 

14.9 

111 

23.0 

126 

26.1 

91 

18  8 

34 

7.0 

19 

3.9 

B.  Grasa  subcutánea  braquial 

Los  datos  relevantes  a este  indicador  de  nutrición  calórica 
están  resumidos  en  la  tabla  2.  Los  resultados  reflejan  una 
elevada  prevalencia  de  valores  bajos  comparando  los  resulta- 
dos con  las  percentilas  del  “Hanes  Survey”  de  Estados 
Unidos.6  Un  20.6%  cayó  bajo  la  percentila  10  y,  particular- 
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mente,  una  tercera  parte  de  los  niños  de  1 a 2 años  pertenecen 
a este  nivel  bajo.  Es  realmente  inesperado  que  43%  de  los 
niños  tuvieran  una  grasa  subcutánea  bajo  la  percentila  26. 
Por  otro  lado,  la  incidencia  de  obesidad  fue  menos  marcada: 
15.5%  sobre  la  percentila  76  y 6.2%  sobre  la  percentila  90. 

En  relación  a la  distribución  de  los  valores  bajo  el  prome- 
dio, 32%  de  los  casos  eran  de  familias  con  cupones  y 33%  sin 
cupones.  Una  distribución  más  o menos  equitativa,  en  la 
misma  forma  que  la  distribución  observada  para  los  datos  de 
circunferencia  braquial.  Tomando  en  consideración  única- 
mente los  niños  que  mostraron  valores  por  debajo  de  la 
percentila  10,  la  distribución  también  fue  equitativa  entre  los 
beneficiarios  de  cupones  (49%)  y los  no  recipiendarios  de 
cupones  (51%). 

Es  decir,  no  se  observó  ninguna  diferencia  en  relación  al 
estado  de  nutrición  calórica  entre  ambos  grupos.  No  obs- 
tante, es  justo  recalcar  que  los  niños  de  familias  con  cupones 
correspondían  a aquéllas  de  más  bajos  ingresos.  Esto  tiende  a 
indicar  que  sí  hubo  efectos  beneficiosos  nutricionales  a conse- 
cuencia de  la  disponibilidad  de  cupones  para  alimentos. 


TABLA  2 


Grasa  Subcutánea  Braquial 

Percentilas  (mm) 

Núm 

de 

Edad 

Casos 

<10 

1025 

26-50 

51  75 

76-90 

> 90 

1 año 

44 

14-31  8% 

10-22  7% 

9-20  5% 

7-15  9% 

1 -2.3% 

3 -6.8% 

2 años 

68 

24-35  3% 

18-26.5% 

14-2  6% 

6-  8.8% 

4 -5.9% 

2-2.9% 

3 años 

90 

6-6.7% 

22-24  4% 

27-300% 

11-12.2% 

14-15.6% 

10-11.1% 

4 años 

75 

18-240% 

10-13  3% 

23-30  7% 

16-21.3% 

6-8  0% 

2-2.7% 

5 años 

97 

21-21  6% 

19-19  6% 

24-24  7% 

23-23.7% 

5-5.2% 

5-5.2% 

6 años 

78 

10-12-8% 

20-25  6% 

11-14  1% 

19-24  4% 

12-15  4% 

6-7.7% 

1-6  años 

452 

93-20  6% 

99-21  9% 

108-23  9% 

82-18  1% 

42-  9 3% 

28-6.2% 

C.  Circunferencia  braquial: 

Los  datos  relacionados  con  la  circunferencia  braquial  apa- 
recen en  la  tabla  3.  Utilizando  el  “Age  Constant  Arm  Stan- 
dard” como  indicador  del  estado  de  nutrición  calórico- 
protéico  de  los  niños,  obsérvese  que  la  gran  mayoría  de  estos 
(93.9%)  mostraban  valores  normales  sobre  14.1  cm.  De  estos, 
64.5%  estaba  sobre  el  “standard”  de  16.5  cm.  No  obstante,  6 
niños  (1.3%)  mostraron  desnutrición  calórica -protéica  severa 
bajo  12.5  cm.  y 23  niños  (4.9%)  salieron  con  niveles  modera- 
dos y fronterizos  de  desnutrición  calórico-protéica. 

Es  interesante  señalar  que  al  igual  que  los  datos  informa- 
dos respecto  al  peso  para  la  estatura  y la  grasa  subcutánea 
braquial,  la  mayoría  de  los  niños  desnutridos  cayeron  en  las 
edades  de  1 a 2 años.  Tres  de  los  6 niños  con  desnutrición 
severa  cayeron  en  este  grupo. 

Es  importante  indicar  que  de  los  6 niños  que  cayeron  en  el 
grupo  rojo  (desnutrición  severa)  4 pertenecían  a familias  con 
cupones,  y de  los  23  niños  correspondientes  al  nivel  amarillo 
(desnutrición  moderada)  14  correspondían  también  a familias 
que  recibían  cupones.  En  total,  de  los  29  niños  que  presenta- 
ron valores  bajo  14  cm.  (rojos  y amarillos),  18  ó 62%  vinieron 
de  familias  que  recibían  el  beneficio  del  Programa  de  Cupones 
para  Alimentos. 

Incluyendo  todos  los  niños  estudiados,  el  por  ciento  de 
estos  bajo  el  valor  promedio  para  el  sexo  y al  edad  fue  aproxi- 


madamente igual  para  niños  de  familias  con  cupones  (18%)  y 
niños  de  familias  sin  cupones  (17%). 

Estos  últimos  datos  tienden  a indicar  nuevamente  que  el 
Programa  de  Cupones  para  Alimentos  sirvió  para  mejorar  el 
estado  nutricional  de  los  niños  de  familias  menos  privilegia- 
das. Era  de  esperarse  que  los  niños  de  familias  de  altos  recur- 
sos económicos  tuviesen  mejor  estado  nutricional. 


TABLA  3 


' Age  Constant  Arm  Standard”  - Circunferencia  Braquial 

Edad 

12.5  cm 

ROJO 

12.5-14  0 cm 
AMARILLO 

14.1- 

16.5  cm 

VERDE 

16.6  cn^ 

1 año 

50  niños 

2 - 4.0% 

9 - 18% 

19 

- 38% 

20 

40% 

2 años 

74  niños 

1 -1.4% 

5 - 6.8% 

39 

- 52.7% 

29 

39.2% 

3 años 

92  niños 

* 

o 

o 

3 - 3.3% 

26 

- 28.3% 

63 

68.5% 

4 años 

78  niños 

1-1.3% 

2 - 2.6% 

15 

- 19.2% 

60 

76.9% 

5 años 

96  niños 

1 - 1.0% 

2 - 2.1% 

25 

- 26.0% 

68 

70.8% 

6 años 

80  niños 

1-1.3% 

2 - 2.5% 

14 

- 17.5% 

63 

78.8% 

1-6  niños 

470  niños 

6-1.3% 

23  - 4.9% 

138 

- 29  4% 

303 

64.5% 

D.  Circunferencia  cefálica: 

Los  datos  referentes  al  perímetro  cefálico  por  edad  y sexo 
están  resumidos  en  la  tabla  4.  Este  dato  se  informa  solamente 
en  niños  de  1 a 3 años. 

Debido  al  reducido  número  de  casos  incluidos,  solamente 
podemos  señalar  que  se  observa  una  mayor  prevalencia  (55%) 
de  valores  correspondientes  a las  percentilas  10  y 25  según  los 
“standards”  utilizados.4  También,  32  ó 27%  de  los  niños 
mostraron  valores  bajos  sugestivos  de  desnutrición  calórico- 
protéica. 

En  relación  al  Programa  de  Cupones  para  Alimentos,  29% 
de  los  niños  en  las  percentilas  10  y 25  correspondieron  a 
familias  beneficiarías  del  programa  y 26%  a familias  sin  cupo- 
nes. Estos  datos  indican  una  leve  tendencia  a más  valores 
bajos  en  niños  favorecidos  con  los  cupones. 


TABLA  4 


CIRCUNFERENCIA  CEFALICA 

Ubicación  de  los  Resultados  Obtenidos  en  el  Estudio  en  Percentilas  Correspondientes  a los  Valores  Standard  (Owen) 
Distribuidos  por  Familias  que  Reciben  Cupones  y Familias  que  no  Reciben  Cupones 

EDAD 

0 

25 

PERCENTILAS 

50 

75 

90 

Varones 

Con 

Cupones 

Con 

Cupones 

Sin 

Cupones 

Con 

Cupones 

Sin 

Cupones 

Con 

Cupones 

Sin 

Con 

Cupones 

Sin 

i 1 1 

í í í 

1 (5.5%) 
2(  6%) 
10  ( 38%) 

2(11%) 

10(31%) 

4(22%) 

8(25%) 

7 (27%) 

2 ( 8%) 

7 (39%) 
S (16%) 

1 (5  5%) 

3 ( 10%) 

2(6%) 

4 06%) 

Subtotal 

8 (10%) 

13  ( 17%) 

12  (16%) 

12(16%) 

7 ( 9%) 

2 ( 3%) 

12  06%) 

4 ( 5%) 

2(3%) 

4 ( 5%) 

Hembras 

3 artos 

2 ( 9%) 
7 (24%) 
2 (20%) 

2 ( 9%) 

2 ( 7%) 

5(23%) 

3(30%) 

6(27%) 

1 (10%) 

12  (42%) 

5 (17%) 

::: 

— 

2(9%) 

1 (3%) 

5(23%) 

2 ( 7%) 

4 (40%) 

Subtotal 

II  (18%) 

4 (6.5%) 

8(13%) 

7 (12%) 

12(19%) 

5 ( 8%) 

— 

3(5%) 

11  08%) 

Gran  Total 

19  (14%) 

17  ( 12%) 

20(15%) 

19(14%) 

1904%) 

7 ( 5%) 

12  ( 9%) 

4 ( 3%) 

S(4%» 

15  (10%) 

2.  Pruebas  Urinarias 

Las  excreciones  urinarias  de  tiamina,  riboflavina  y N’me- 
tilnicotinamida  por  gramo  de  creatinina  se  resumen  en  las 
Tablas  5,  6 y 7. 

La  excreción  de  tiamina  fue  baja-deficiente  en  64  casos  o 
7%  de  todos  los  niños  y jóvenes  estudiados.  De  los  casos 
anteriores,  13  fueron  excreciones  deficientes.  Excreciones 
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bajas  y deficientes  se  observaron  mayormente  en  el  grupo  de 
13  a 15  años  de  edad  donde  un  16%  presentaron  estos  niveles. 
En  los  demás  grupos  de  edad  la  frecuencia  varió  de  4 a 8% 
solamente. 

Las  excreciones  de  riboflavina  fueron  bajas  y deficientes  en 
3 1 % de  las  muestras  examinadas.  Ochenta  y cuatro  casos  o 9% 
fueron  deficientes.  Una  vez  más  la  mayor  prevalencia  de  valo- 
res bajos  y deficientes  se  observó  en  el  grupo  de  10  a 15  años  de 
edad  (37%),  seguido  de  35%  en  los  de  15  a 18  años.  Una 
prevalencia  elevada  de  15%  de  valores  deficientes  también  fue 
observada  en  niños  de  10  a 15  años. 

Cincuenta  por  ciento  presentó  niveles  bajos  de  excreción 
de  N’metilnicotinamida.  No  obstante,  no  se  observó  caso 
alguno  en  la  categoría  de  deficiente.  Las  excreciones  bajas  se 
distribuyeron  bastante  equitativamente  en  los  diversos  grupos 
de  edad.  La  prevalencia  menor  fue  en  niños  de  1 a 3 años  y, 
otra  vez,  la  mayor  prevalencia  de  valores  bajos  recayó  en  las 
edades  de  13  a 15  años  (63.3%)  y 15  a 18  años  (62%).  Los 
resultados  urinarios  antes  expuestos  fueron  evaluados  de 
acuerdo  a las  normas  publicadas  por  Sauberlich.7 


TABLA  5 


TIAMINA  (Excreción  Urinaria  por  Gramo  de  Creatinina) 

EDAD 

DEFICIENTE 

BAJO 

ACEPTABLE 

ALTO 

1 - 3 años 

3 (4%) 

1 (1.2%) 

27  (33.8%) 

49  (61  %) 

4 - 6 años 

3(1.7%) 

3(17%) 

35  (20.1%) 

í 33  (76.5%) 

7 - 9 años 

4 ( 2%) 

10  ( 6%) 

40(22  %) 

126(70%) 

10-12  años 

2 (1%) 

12  ( 6%) 

46  (22  %) 

147  (71  %) 

13  15  años 

1 (1%) 

23  ( 15%) 

33  (22  %) 

93 (62  % ) 

Mayor  de  1 5 años 

— 

2 ( 2%) 

12(11  %) 

95  (87  %) 

Gran  Total 

13  (1%) 

51  ( 6%) 

193  (22  %) 

643  (71  %) 

TABLA  6 


RIBOFLAVINA  (Excreción  Urinaria  por  Gramo  de  Creatinina) 

EDAD 

DEFICIENTE 

BAJO 

ACEPTABLE 

ALTO 

1 - 3 años 

4 ( 5%) 

16(20%) 

19(24%) 

41  (51%) 

4 - 6 años* 

12  ( 7%) 

25  (14%) 

38  (22%) 

98  (57%) 

7 - 9 años 

8(  4%) 

49  (27%) 

41  (23%) 

82  (46%) 

10-15  años 

52(15%) 

77  (22%) 

105  (29%  ) 

123(34%) 

Mayor  de  15  años 

8<  7%) 

30(28%) 

48  (44%) 

23  (21%) 

Gran  Total 

84  ( 9%) 

197(22%) 

251  (28%) 

367  (41%) 

• En  este  grupo  se  eliminó  uno  de  los  casos  por  considerarlo  inadecuado. 


TABLA  7 


N’  METILNICOTTNAMIDA  (Excreción  Urinaria  por  Gramo  de  Creatinina) 

EDAD 

DEFICIENTE 

BAJO 

ACEPTABLE 

ALTO 

1 - 3 años 

— 

21  (26%) 

37  ( 46%) 

22  ( 28%) 

4 - 6 años 

— 

68  ( 39%) 

87  ( 50%) 

19  ( 11%) 

7 - 9 años 

— 

99  ( 55%) 

66  ( 37%) 

15  (8%) 

10-12  años 

— 

103  ( 50%) 

86  ( 41%) 

18  (9%) 

13-15  años 

— 

95  (63  3%) 

44(29.3%) 

11  (7.3%) 

Mayor  de  1 5 años 

— 

67  ( 62%) 

32  ( 29%) 

10  (9%) 

Gran  Total 

453  ( 50%) 

352  ( 39%) 

95  ( 11%) 

Comparando  estos  valores  de  excreciones  urinarias  con 
los  observados  por  Fernández,  N.  et  al  en  el  estudio  de  la 
población  de  Puerto  Rico  en  bajos  y deficientes  de  riboflavina 
y N’metilnicotinamida.  En  1966  la  prevalencia  de  valores 
bajos  y deficientes  para  tiamina,  riboflavina  y N’metilnicotina- 
mida fue  de  8%,  23.8%  y 15.5%  respectivamente  en  las 


edades  de  2 a 18  años.  Particularmente  las  excreciones  bajas  de 
N’metilnicotinamida  aumentaron  marcadamente  de  15.5%  a 
50%. 

Estos  resultados  son  aún  más  inesperados  cuando  en  la 
encuesta  dietética  el  consumo  de  alimentos  altos  en  ribofla- 
vina (i.e.  leche,  queso,  carnes)  y el  consumo  de  arroz  fueron 
aparentemente  muy  satisfactorios.  Estas  discrepancias  po- 
drían explicarse  debido  a las  limitaciones  innatas  del  método 
de  listado  de  alimentos  usado  en  la  recolección  de  los  datos 
dietéticos.  Los  datos  recogidos  tenían  más  confiabilidad  cuali- 
tativa que  cuantitativa.  Además,  existe  la  posibilidad  de  que  se 
continue  perdiendo  una  cantidad  significativa  de  tiamina  y 
niacina  en  el  lavado  y la  cocción  del  arroz  consumido,  o de  que 
no  se  está  cumpliendo  satisfactoriamente  con  las  estipulacio- 
nes legales  del  enriquecimiento  de  este  cereal.  Los  datos  bio- 
químicos no  fueron  analizados  con  relación  a estar  o no 
recibiendo  cupones  de  alimentos. 

Abstract:  From  1975  to  1977  a nutritional  study  was  carried 

out  in  a representative  sample  of  the  Puerto  Rican  population. 
Dietary,  anthropometric,  and  urinary  data  were  collected.  This 
publication  presents  data  related  to  weight,  height,  arm  circum- 
ference, triceps  skinfold,  and  head  circumference  of  children  1 to 
6 years  old;  and  the  urinary  excretion  rates  of  thiamine,  ribofla- 
vin, and  N’methylnicotinamide  of  children  and  adolescents. 

Weight  for  attained  height  results  showed  a 20.5%  preva- 
lence of  undemutrition.  Triceps  skinfold  measurements  revealed 
a 20.6%  prevalence  under  the  10th  percentile  (undernutrition), 
and  15.5%  over  the  76th  percentile  (overnutrition).  Arm  circum- 
ference showed  that  6.2%  had  moderate  protein-caloric  malnu- 
trition. Head  circumference  measurements  were  low  in  27%  of 
the  children.  Undemutrition,  in  general,  was  more  prevalent  in 
children  1 to  3 years  old. 

A significant  increase  in  low-deficient  urinary  excretion 
values  of  riboflavin  and  N’methylnicotinamide  was  observed  in 
relation  to  previous  studies.  The  prevalence  of  low-deficient 
excretion  levels  for  thiamine,  riboflavin,  and  N’methylnicotina- 
mide was  7%,  31%,  and  50%,  respectively. 

The  food  stamps  program  was  shown  to  improve  the  nutritio- 
nal status  of  children  frow  low  income  families. 
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Renal  Hypothermic 
Storage  with  a New 
Hyperosmolar  Colloid 
Solution 


Luis  H.  Toledo-Pereyra,  M.D.,  Ph.D. 

Recent  advances  in  renal  preservation  methods  and 
tissue  typing  techniques  have  made  the  cadaveric 
kidney  transplant  operation  an  elective  procedure.1  2 In 
addition,  improved  methods  for  storage  and  perfusion  allow 
for  sharing  of  organs  between  distant  transplant  centers. 
These  developments  in  renal  preservation  have  stimulated 
longer  storage  times  with  better  viability  and  improved 
posttransplant  outcomes.1  2 A continuing  controversy  has 
existed,  however,  as  to  whether  hypothermic  storage  or 
hypothermic  pulsatile  perfusion  is  the  preferable  method  for 
renal  preservation  greater  than  36  hours.1  2 

Recent  experimental  studies  in  our  laboratories  compar- 
ed a new  hyperosmolar  colloid  solution  (TP-II)  for  hypo- 
thermic storage  with  the  hypertonic  cyrstalloid,  Euro-Collins 
solution  for  preservation  of  canine  renal  allografts.3  Results 
obtained  from  this  preliminary  series  suggested  that  TP-II 
solution  was  better  than  the  Euro-Collins  solution  for 
hypothermic  storage  of  canine  kidneys  for  periods  as  long  as 
48  hours.  When  hypothermic  storage  times  were  extended  to 
72  hours,  even  though  function  was  reduced  for  both 
solutions,  TP-II  still  appeared  to  maintain  an  advantage  over 
Euro-collins  solution.3  The  aim  of  our  present  study  was  to 
test  this  TP-II  solution  for  hypothermic  storage  with 
conventional  perfusion  methods. 

Material  and  Methods 

Our  patient  population  was  prospectively  divided  in  three 
groups.  Patients  in  Group  I (n  = 10)  were  transplanted  with 
kidneys  harvested  by  the  Mount  Carmel  Mercy  Hospital 
transplant  team  and  subsequently  hypothermically  stored  in 
TP-II  solution.  Group  II  (n  = 10)  patients  received  paired 
cadaveric  renal  allografts  from  the  same  donors  as  those  in 
Group  I,  however,  after  being  harvested  by  our  team,  the 
kidneys  were  placed  on  hypothermic  pulsatile  perfusion 
using  the  standard  protocol  of  the  Organ  Procurement 
Agency  of  Michigan  and  were  transplanted  at  other  centers. 
Figure  I details  the  experimental  design  of  Groups  I and  II. 


From  the  Department  of  Surgery.  Sections  of  Transplantation  and  Surgical 
Research.  Mount  Carmel  Mercy  Hospital.  Detroit.  Michigan. 


Group  III  (n  = 10)  patients  served  as  a concurrent  transplant 
center  control  for  preservation  using  hypothermic  pulsatile 
perfusion  techniques.  They  received  kidneys  preserved  by 
hypothermic  pulsatile  perfusion  methods  as  those  in  Group 
II  after  being  harvested  by  our  own  and  other  transplant 
teams.  All  kidneys  were  harvested  en  bloc  and  thereafter 


Experimental  Design 

HPP-MOX-IOO  VS  TP-II  STORAGE 


Tx  at  Another  Tx  at  Our  Center 


Transplant  Program 


Figure  I.  Experimental  design  to  assess  a newly  developed  hypothermic  storage 
solution  (TP-II).  Cadaver  kidneys  were  first  harvested  by  the  Mount  Carmel 
Transplantation  Team,  one  kidney  was  then  hypothermically  stored  in  TP-II 
solution  prior  to  transplantation  at  our  center  and  the  other  kidney  was  placed 
on  hypothermic  pulsatile  perfusion  and  subsequently  transplanted  at  another 
program. 
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divided  if  they  were  to  be  either  stored  or  perfused  by  the 
methods  previously  indicated.  After  the  harvesting,  kidneys 
were  initially  flushed  with  heparinized  Ringer’s  lactate 
solution  (250  ml)  and  then  reflushed  with  TP-II  solution  (250 
ml)  prior  to  hypothermic  storage.  TP-II  is  a hyperosmolar 
(520  mOsm/L)  colloid  solution  containing  1 .05  g/L  K2HP04, 
3.7  g/L  KH2P04  and  40  g/L  dextrose  added  to  a silica  gel 
fraction  (SGF)  base  solution. 

As  previously  mentioned  all  kidneys  in  Group  I were 
preserved  by  hypothermic  storage  in  TP-II  solution  between 
13  hr.  26  min.  and  46  hr.  39  min.  (Table  I).  Kidneys  in  Group 
II  were  preserved  by  hypothermic  pulsatile  perfusion  (MOX- 
100)  between  16  hours  and  24  hours  (Table  I)  using  plasma 
protein  fraction  (PPF),  after  being  flushed  with  heparinized 
Ringer’s  lactate  solution  (250  ml).  Renal  allografts  trans- 
planted into  patients  in  Group  III  were  preserved  by  the  same 
methods  as  those  in  Group  II.  Preservation  times  for  these 
kidneys  ranged  from  17  hours  to  48  hr.  32  min.  (Table  II). 


Table  I Length  of  Preservation  for  Paired  Kidneys 
from  the  Same  Donor 


Method  of  Preservation 

Donor  # 

Hypothermic  Storage 

Hypothermic 

TP-II 

Pulsatile  Perfusion 

1 

23  hr.  49  min. 

16  hr. 

2 

16  hr.  3 min. 

20  hr. 

3 

32  hr.  37  min. 

22  hr. 

4 

19  hr.  57  min. 

20  hr.  44  min. 

5 

20  hr.  0 min. 

18  hr.  18  min. 

6 

21  hr.  30  min. 

17  hr.  5 min. 

7 

13  hr.  26  min. 

18  hr. 

8 

46  hr.  39  min. 

24  hr. 

9 

14  hr.  6 min. 

23  hr. 

10 

19  hr.  16  min. 

16  hr. 

Meant  = 22  hr.  44  min.  ± 10  hr.  19  hr.  29  min.  ± 2 hr. 53  min. 


Immunosuppressive  therapy,  used  in  patients  in  Groups  I 
and  III,  transplanted  at  our  center,  consisted  of  azathioprine, 
prednisolone  and  a prophylactic  course  of  14  doses  of 
antilymphoblast  globulin  (ALG)  or  antithymocyte  globulin 
(ATG).4  Rejection  episodes  for  the  recipients  in  our  transplant 
program  were  defined  by  an  increase  in  serum  creatinine  equal 
to  or  above  0.3  mg/dl  on  any  given  day.  The  first  three 
rejection  episodes  were  treated  with  ALG  at  a dose  of  20 
mg/kg/day  up  to  10  days.  Patients  in  Group  II,  received 
immunosuppression  according  to  the  protocols  of  the 
individual  centers  where  transplanted,  which  basically  con- 
sisted of  azathioprine  and  prednisolone  at  conventional  doses. 

The  length  of  warm  ischemia,  length  and  method  of 
preservation,  immediate  and  long  term  function  post- 
transplantation and  patient  and  graft  survival  were  analyzed 
for  each  group.  Acute  post  transplant  renal  failure  (ATN)  was 
identified  by  impaired  renal  function  requiring  dialysis  within 
the  first  two  weeks  post  transplantation.  A non-deliberate 


Table  II 


Concurrently  Transplanted  Perfused 

Kidneys  at  Mount  Carmel  Program 

Case  # 

Lenght  of  Hypothermic 
Pulsatile  Perfusion 

1 

21  hrs. 

2 

47  hr.  40  min. 

3 

48  hr.  32  min. 

4 

17  hr. 

5 

39  hr.  3 min. 

6 

35  hr.  45  min. 

7 

35  hr.  20  min. 

8 

41  hr.  6 min. 

9 

47  hr. 

10 

40  hr.  10  min. 

Mean  ± S.D.  = 37  hr.  15  min.  ± 10  hr.  44  min. 


blood  transfusion  protocol  was  used.  No  splenectomies  were 
performed.  The  majority  of  our  patients  had  less  than  a two 
antigen  matching  with  donor  tissue.  All  of  our  patients 
received  first  cadaver  kidney  transplants.  The  average  time  at 
risk  was  6 months.  Statistical  analysis  included  Student  T-test 
and  analysis  of  variance. 

Figure  2 displays  the  overall  graft  functional  status  in  the 
immediate  post-transplant  period  for  the  three  study  groups. 
Only  5 of  10  kidneys  in  Group  I,  which  were  stored  in  TP-II 
solution,  demonstrated  poor  function  after  transplantation 
requiring  dialysis  in  the  first  two  weeks  after  surgery. 


Kidney  Transplant  Results  as  a 
Function  of  Preservation  Method 


Same  Donor 


Figure  2.  Incidence  of  ATN  in  the  immediate  posttransplant  period  in  relation 
to  the  method  of  preservation  utilized. 
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Whereas,  fifty  percent  (5  of  10)  of  the  kidneys  in  Groups  II  and 
III  required  dialysis  during  the  same  period  of  time  after 
transplantation. 

The  effect  of  prolonged  warm  ischemia  in  conjunction 
with  the  various  preservation  methods  could  not  be  clearly 
discerned,  since  22  of  the  30  kidneys  were  exposed  to  less  than 
5 minutes  of  warm  ischemia  in  the  three  groups.  When  the 
relationship  between  the  duration  of  preservation  and  the 
incidence  of  ATN  was  assessed.  Group  I kidneys,  stored  for  24 
hours  or  less  in  TP-II  solution,  did  better  than  the  kidneys,  in 
Group  II,  from  the  same  donor,  which  were  preserved  by 
hypothermic  pulsatile  perfusion  for  the  same  period  of  time 
(Figure  3).  In  fact,  no  ATN  was  even  observed  in  the  other  two 
kidneys  in  Group  I which  were  preserved  for  32  hr.  27  min. 
and  46  hr.  39  min.  Preservation  using  hypothermic  pulsatile 
perfusion,  however,  in  Groups  II  and  III  yielded  50  and  60% 
ATN  respectively  when  kidneys  were  preserved  for  greater 
than  24  hours. 


Kidney  Transplant  Results  as  a Function  of 
Duration  of  Preservation 


□ Hypothermic  Storage  TP-II 


Perfused  Kidney  from  Same  Donor  as  Hypothermically  Stored  Kidney 


Figure  3.  Relationship  of  renal  allograft  function  in  the  immediate  post- 
transplant period  and  the  duration  of  preservation. 


The  immediate  post-transplant  function  of  the  kidneys 
tranplanted  at  our  institution  (Groups  I and  III)  is  shown  in 
Figure  4.  As  displayed  in  the  figure,  the  improvement  in 
function  as  measured  by  serum  creatinine  levels  was  much 
faster  in  kidneys  that  were  stored  in  TP-II  solution  compared 
to  those  that  were  perfused  prior  to  tranplantation.  These 
differences  may  be  partially  due,  however,  to  the  increased 
preservation  time  for  kidneys  in  Group  III. 

Figure  5 shows  the  comparative  actuarial  graft  survival  for 
Group  I and  Group  II  allografts  harvested  from  the  same 
donor.  TP-II  preserved  kidneys  had  a 90%  actuarial  graft 
survival  at  one  year  post-tranplantation  and  kidneys  preserved 
by  pulsatile  perfusion  and  transplanted  at  other  centers  had  a 
80%  one  year  graft  survival. 


Kidney  Function  (Serum  Creatinine  (M±S.D.) 


Days  Post-transplantation 


Figure  4.  Mean  daily  serum  creatinine  values  (mg%)  (M±SD)  of  tranplanted 
patients.  Note  the  improved  response  of  the  stored  kidneys  when  compared  to 
the  perfused  ones. 


Actuarial  Graft  Survival 


100 


80 


CO 

> 

'> 

h_ 

D 

CO 


60 


40 


TP-II 

s 


\ 

HPP-MOX-100 
(same  donor) 


20 


I I I I I I I I I I L 

6 12 

Months  Post-Transplantation 


Figure  5.  Comparative  actuarial  graft  survival  for  Group  I and  Group  II  renal 
allografts  harvested  from  the  same  donor  and  transplanted  at  Mount  Carmel 
and  other  centers  respectively. 
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Conclusions 


This  preliminary  analysis  of  the  use  of  TP-II  as  a storage 
solution  for  renal  preservation  indicates  that  both  the 
immediate  and  long-term  post-tranplantation  outcomes  of 
TP-II  stored  kidneys  are  comparable  at  least  to  those  of 
kidneys  preserved  using  conventional  preservation  with 
hypothermic  pulsatile  perfusion  methods.  In  fact,  when 
preservation  periods  are  less  than  24  hours  in  duration,  TP-II 
hypothermic  storage  may  provide  better  protection  for 
kidneys  prior  to  transplantation  than  hypothermic  pulsatile 
perfusion.  Although  the  mechanisms  for  improved  preserva- 
tion by  TP-II  have  not  been  fully  explored,  we  feel  that  the 
hyperosmolar  colloid  character  in  conjunction  with  silica  gel 
fraction  base  are  beneficial  for  preservation  of  renal  grafts. 

Since  this  is  the  first  application  of  TP-II  for  the 
preservation  of  human  kidneys,  further  clinical  trials  will  be 
necessary  to  fully  evaluate  the  potential  applications  of  TP-II 
in  clinical  transplantation,  especially  when  preservation 
periods  are  extended  beyond  24  hours.  If  TP-II  proves  to  be 
acceptable  in  subsequent  trials  for  extended  periods  of 
hypothermic  storage,  its  use  will  be  attractive  since  hypo- 
thermic storage  is  logistically  simpler  and  less  expensive, 
requiring  less  equipment  and  personnel,  than  hypothermic 
pulsatile  perfusion  for  renal  perservation. 


Resumen:  Este  trabajo  estudia  el  efecto  de  una  nueva 

solución  de  preservación  para  almacenamiento  hipotérmico  de 
riñones  humanos,  llamada  TP-II.  Esta  solución  es  diferente  a 
otras  soluciones  usadas  para  preservación  humana  en  el  sentido 
que  es  coloide  a base  de  una  fracción  de  plasma.  Esta  es  la  primera 
vez  que  una  solución  de  este  tipo  ha  sido  usada  en  humanos.  Los 
resultados  de  esta  solución  se  comparan  muy  favorablemente  a 
los  resultados  obtenidos  con  perfusión  pulsátil.  El  uso  de 
soluciones  de  este  tipo  puede  mejorar  el  futuro  de  la  preservación 
de  órganos  humanos. 
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Decreased 
Extrapyramidal  Side 
Effects  and 
Polypsichopharmacy 
In  Family  Practice 
Outpatients 

Robert  J.  Holt,  Pharm.  D. 

Abstract:  In  a study  of  28  outpatients  receiving  neuroleptic 

drug  therapy  alone  and  32  outpatients  receiving  multiple 
psychotropic  drugs,  the  patients  receiving  neruoleptics  alone 
had  a significantly  higher  incidence  of  extrapyramidal  side 
effects  and  tardive  dyskinesia  (P<.01).  The  groups  were  mat- 
ched for  risk  factors  and  did  not  differ  significantly  in  age,  sex, 
diagnosis,  types  and  dosages  of  antipsychotic  drugs  received 
our  duration  of  therapy.  These  results  tentatively  indicated  that 
certain  types  of  psychotropic  drugs,  when  used  in  combination 
with  antipsychotic  drugs,  may  be  helpful  in  reducing  the  inci- 
dence of  extrapyramidal  side  effects  and  tardive  dyskinesia. 

It  has  long  been  assumed  that  the  concomitant  use  of 
psychotropic  drugs,  by  virtue  of  additive  and  extended 
pharmacological  effects,  leads  to  increased  side  effects,  inclu- 
ding extrapyramidal  side  effects  and  tardive  dyskinesia.  Howe- 
ver, in  a study  recently  completed,1  no  relationship  between 
the  number  of  psychotropic  drugs  prescribed  and  patient 
reported  side  effects  could  be  established.  Controlled  studies 
of  polypharmacy  in  the  outpatient  area  have  not  been  done 
where  side  effects,  diagnosis,  drug  classes,  dosages,  and  demo- 
graphic information  were  taken  into  consideration. 

Several  recent  articles  have  alluded  to  risk  factors  associa- 
ted with  the  development  of  neuroleptic  drug  induced  extrapy- 
ramidal side  effects  (EPS)  and  tardive  dyskinesia  (TD).1  2 
These  risk  factors  have  included  cummulative  drug  exposure, 
dosage,  length  of  treatment,  drug  type,  polypharmacy,  ex- 
posure to  drug  free  trials,  organic  mental  disorders,  anti- 
parkinson  agents,  age,  and  sex.2 

In  this  study  risk  factors  for  EPS  and  TD  were  used  as  a 
screening  criteria  for  73  outpatients  receiving  antipsychotic 
drug  therapy,  in  order  to  isolate  polypsychopharmacy  for 
study.  It  was  hoped  to  find  out  whether  or  not  there  existed  a 
relationship  between  multiple  psychotropic  drug  use  and  the 
incidence  of  EPS  and  TD. 


Assistant  Professor  of  Clinical  Pharmacy  and  Clinical  Pharmacy 
Coordinator.  College  of  Pharmacy  and  Veterans  Administration  Hospital, 
San  Juan.  Puerto  Rico. 

This  study  ira  s conducted  w hile  the  author  was  associated  with  the  Medical 
University  of  South  Carolina  Department  of  Family  Medicine. 


Seventy-three  outpatients  who  had  received  at  least  one 
antipsychotic  drug  during  a 5 year  period  (1970-1980)  at  the 
Medical  University  of  South  Caro'ina’s  Family  Practice 
Center  were  identified  from  a previous  study.3  These  patients 
were  then  screened  and  excluded  from  evaluation  if  they: 

1.  received  antipsychotic  medication  for  less  than  one  year, 

2.  received  antiparkinson  medication  before  the  develop- 
ment of  EPS  or  TD, 

3.  received  concomitant  non-psychotropic  drugs  known  to 
cause  or  exacerbate  EPS  or  TD, 

4.  were  less  than  20  or  older  than  50  years  of  age, 

5 . had  a diagnosis  of  any  organic  mental  disorder  or  medical 
condition  known  to  produce  EPS  or  TD-like  symptoms, 
or 

6.  had  at  anytime  received  chlorpromazine  equivalent 
dosages  of  less  than  50  or  greater  than  400  mg/day. 

Patients  selected  by  the  above  criteria  were  then  assigned 
to  either  a study  group  or  a control  group.  The  control  group 
consisted  of  patients  receiving  a neuroleptic  drug  alone  and 
the  study  group  included  those  patients  receiving  multiple 
psychotropic  drugs  simultaneously.  Psychotropic  drug 
categories  consisted  of  neuroleptics,  antidepressants, 
anxiolytics,  or  sedative-hypnotics.  Drug  combinations  includ- 
ing lithium  were  excluded  from  analysis.  Patients  taking  the 
fixed  combination  product  of  perphenazine-amitriptyline 
were  assigned  to  the  study  group.  Each  of  the  group’s  medical 
charts  was  then  reviewed  for  documented  evidence  of  EPS  or 
TD  and  the  results  recorded  along  with  age,  sex,  mean  dosage, 
duration  of  treatment,  and  psychotropic  drugs  utilized. 

The  data  were  compared  by  using  the  students  T-test  or 
Chi-square  with  Yate’s  Correction,  and  the  level  of  significance 
wassetatP  < 0.01.  The  principal  nullhypothesis  wasthat  the 
prevalence  of  EPS  and  TD  in  patients  receiving  a neuroleptic 
alone  was  the  same  in  patients  receiving  multiple  psychotropic 
drugs. 

Results 

After  the  screening  criteria  were  applied,  60  patients  were 
identified  for  analysis.  Patient  demographic  information  and 
principal  results  are  summarized  in  Table  1. 

Control  Group 

Twenty-eight  patients  (47%)  received  neuroleptic  drugs 
alone  and  were  assigned  to  the  control  group.  Almost  80%  of 
the  diagnoses  given  to  patients  in  this  group  were  depressive  or 
anxiety  neurosis.  Thioridazine  and  haloperidol  accounted  for 
75%  of  the  neuroleptic  drug  usage.  Twenty-four  patients 
(86%)  received  the  same  antipsychotic  drug  throughout 
treatment.  Extrapyramidal  side  effects  and  tardive  dyskinesia 
were  recorded  in  7 patients  (25%).  These  side  effects  consisted 
of  tremors  (3  patients),  tardive  dyskinesia  (3  patients),  and 
dystonia  (one  patient). 

Study  Group 

Thirty-two  patients  (53%)  received  multiple  psychotropic 
drugs,  including  at  least  one  antipsychotic  each.  Two  separate 
three-drug  combination  accounted  for  69%  of  the  poly- 
pharmacy. (See  Table  I)  Like  the  control  group,  the  principal 
neuroleptics  prescribed  were  thioridazine  and  haloperidol 
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(73%)  and  close  to  80%  of  the  diagnoses  were  attributed  to 
depressive  and  anxiety  neurosis.  There  were  no  documented 
cases  of  EPS  or  TD  in  the  group. 

Statistical  Analysis 

The  incidence  of  EPS  and  TD  was  found  to  be  significantly 
greater  in  patients  receiving  one  neuroleptic  drug  alone  when 
compared  to  those  patients  receiving  multiple  psychotropic 
drugs  (P<  .01, X2  = 6.8).  There  were  no  significant  differences 
between  the  groups  in  respect  to  mean  age,  dosage  and 
duration  of  antipsychotic  drug  treatment,  or  sex  (P>,01,  T- 
test).. 


TABLE  I 


Summary  of  ResulLs 

Control  Group 

Study  Group 

Sig.* 

Mean  age 

44 

46 

N.S. 

Sex 

16F.  I2M 

18F,  I4M 

N.S. 

Mean  chlorpromazine 
equivalent  dosage  (mg/day) 

100 

95 

N.S. 

Mean  duration  of  neuroleptic 
drug  treatment  (months) 

17 

18 

N.S. 

Number  of  patients  with 

EPS  or  TD 

7 

0 

PC.01 

Patient  drug  combinations 
studied  (number  of  patients) 

NONE 

N+B+A  (II) 

N+B  (11) 
N+SH+A  (5) 

N+A  (4) 

N+N  (1) 

Total  Patients 

28 

32 

* Significance 

N.S.  = Not  significant.  F = female.  M = male 
N = neuroleptic  drug.  B = ben/odia/cpinc.  SH  = sedative-hypnotic 
A = antidepressant 


Discussion 

The  results  of  this  study  indicate,  and  confirm  recent 
findings  by  others,1  that  extrapyramidal  side  effects  and 
tardive  dyskinesia  are  not  more  common  among  patients 
treated  with  multiple  psychotropic  drugs.  These  findings  seem 
surprising  initially,  but  one  must  remember  that  antipsychotic 
drugs  are  the  principal  causes  for  EPS  and  TD.  Therefore, one 
would  expect  an  increased  incidence  of  EPS  and  TD  only 
among  those  patient  where  antipsychotic  drug  effects  were 
augmented.  As  can  be  seen  in  Table  I,  only  one  patient  in  the 
study  group  was  receiving  duplicate  antipsychotic  drug 
therapy,  thus  this  particular  combination  did  not  influence  the 
results  of  this  study. 

The  unexpected  finding  was  that  there  was  a significantly 
higher  incidence  of  EPS  and  TD  among  patients  treated  with  a 
neuroleptic  drug  alone.  Since  patients  in  both  groups  were 
similiar  in  age,  sex,  diagnoses,  types  and  dosages  of 
antipsychotic  drugs  received,  and  duration  of  treatment;  one 
would  not  have  expected  the  incidence  to  vary.  An  interesting 
explanation  for  this  finding  is  that  study  group  masked  or 
prevented  the  emergence  of  neuromotor  side  effects  associated 
with  the  antipsychotics.  The  anticholinergic  nature  of  the 
concurrently  administered  antidepressants  in  the  study  group 
could  have  produced  a prophylactic  effect  on  the  emergence  of 


specific  EPS  such  as  akathisia,  dystonias,  and  tremors;  but  not 
tardive  dyskinesia.  Also,  it  has  been  suggested  by  some  that 
the  combination  of  a tricyclic  antidepressant  and  a neuroleptic 
would  actually  increase  the  incidence  of  TD.4  This  postulate 
has  been  applied  to  the  perphenazine-tricyclic  antidepressant 
combination  most  often.4  Authors  cite  increased  antipsy- 
chotic drug  serum  levels  as  evidence  for  increased  risk  of 
developing  TD  while  receiving  the  combination.4  However, 
etiological  studies  documenting  this  phenomenon  have  not 
been  completed.  Therefore,  one  is  left  with  another  interesting 
explanation  to  clarify  the  finding  of  a decreased  incidence  of 
TD  among  those  patients  treated  with  multiple  psychotropics. 
Most  of  the  patients  in  the  study  group  were  receiving 
concomitant  benzodiazepines  which  have  been  reported  to 
reduce  the  severity  of  neuroleptic  drug-induced  tardive 
dyskinesia.5  Although  the  use  of  benzodiazepines  to  prevent 
TD  is  controversial,  this  contingency  should  not  be  over- 
looked as  a possible  explanation  for  the  lowered  incidence  of 
TD  in  the  study  group.  The  inherent  flaws  in  retrospective 
studies  of  this  nature  may  have  produced  artifactual  results. 
However,  the  high  statistical  significance  strongly  suggests 
that  there  is  indeed  a real  difference  between  the  two  groups. 

These  conclusions  are  only  a partial  explanation  for  these 
unusual  findings.  It  may  be  that  unknown  patient  variables 
not  selected  out  in  this  study  predisposed  the  patients  to 
develop  or  not  develop  the  neuroleptic  induced  side  effects.  In 
any  event,  the  results  of  this  study  suggest  that  certain  types  of 
polypsychopharmacy  may  be  beneficial  in  reducing  the 
prevalence  of  antipsychotic  induced  EPS  and  TD.  However, 
until  these  findings  are  duplicated  and  studied  prospectively  in 
larger  groups  of  patients,  these  results  should  be  considered 
preliminary. 


Resumen:  En  un  estudio  de  28  pacientes  ambulatorios  que 

recibían  solamente  terapia  con  fármacos  antipsicóticos  y 32 
pacientes  ambulatorios  recibiendo  psicofármacos  múltiples,  se 
encontró  que  los  pacientes  que  recibían  sólo  antipsicóticos 
demostraron  una  incidencia  significativamente  más  alta  de 
efectos  secundarios  extrapiramidales  y disquinesia  tardía 
(P<.01).  Los  grupos  eran  similares  en  cuanto  a factores  de 
riesgo  y no  diferían  significativamente  en  cuanto  a edad,  sexo, 
diagnóstico,  tipo  y dosis  de  psicofármacos  recibidos  y tiempo  de 
duración  de  la  terapia.  Estos  resultados  indican,  tentativamente, 
que  ciertos  tipos  de  psicofármacos  cuando  son  usados  en 
combinación  con  medicamentos  antipsicóticos,  pueden  ser  de 
beneficio  en  cuanto  a reducir  la  incidencia  de  efectos  secundarios 
extrapiramidales  y disquinesia  tardía. 
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SEGUROS  DE  SERVICIO 
DE  SALUD 

DE  PUERTO  RICO,  INC. 


Quienes  saben  de  salud 
confían  la  suya 
a Triple-S. 


A la  hora  de  escoger 
un  plan  de  salud,  la 
mayoría  de  los 
empleados  de 
hospitales  prefieren 
Triple-S. 

Ellos  saben  lo  que  necesitan  en  un  plan 
de  salud  y escogen  Triple-S.  Tú,  que  quieres 
una  buena  protección  para  tu  familia,  fíjate 
que  quienes  saben  de  salud  confían  en  Triple-S. 
TRIPLE-S  ES,  SALUD,  SALUD,  SALUD. 


Los  empleados  de  los  siguientes  hospitales 
seleccionaron  Triple-S  como  su  plan: 


AREA  METROPOLITANA 

Hospital  Ashford  Memorial 
(antes  Presbiteriano) 

Hospital  Auxilio  Mutuo 

Hospital  De  Diego 

Clínica  Fernández  García 

Doctor’s  Hospital 

Hospital  Dr.  I González  Martínez 

Hospital  El  Maestro 

Hato  Rey  Psychiatric  Hospital 

(Clínica  Julia) 

Hospital  Metropolitano 

Hospital  Mimiya 

Hospital  San  Carlos 

Hospital  San  Jorge 

Hospital  San  Martín 

Hospital  Matilde  Brenes,  Bayamón 

Hospital  San  Pablo,  Bayamón 


ISLA 

Clínica  Font,  Cayey 
Clínica  San  Rafael,  Caguas 
Hospital  Dr.  Gubem,  Fajardo 
Hospital  Dr.  Pila,  Ponce 
Hospital  San  Lucas,  Ponce 
Hospital  El  Buen  Pastor,  Arecibo 
Hospital  Font  Martelo,  Humacao 
Hospital  Nuestra  Sra.  del  Rosario, 
Vega  Baja 

Hospital  Dr  Alejandro  Buitrago, 
Guayama 

Hospital  Santa  Rosa,  Guayama 
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Acute  Cholecystitis 
Hepatobiliary  Study 
("mjc  disofenin) 


Yvelisse  González,  M.D. 
C.M.  Isales,  M.D. 
Julio  V.  Rivera,  M.D. 


Case  Summary 

A 58  year  old  man  with  a history  of  hypertension  and 
diabetes  mellitus  was  in  his  usual  state  of  health  until 
August  3,  1982  when  after  drinking  several  bottles  of  beer  and 
eating  a heavy  meal  he  developed  right  upper  abdominal 
pain.  Leukocytosis,  increased  serum  bilirubin  and  amylase 
were  found  and  the  patient  was  hospitalized  the  same  day. 

At  physical  examination  was  found  an  overweight,  alert, 
jaundiced  patient.  His  abdomen  was  tender  to  palpation  with 
a liver  span  of  14  cm,  extending  3 cm  below  right  costal 
margin.  Laboratory  findings  were  as  follows:  leukocytes, 
11,200/cu  mm  with  differential  of  92  segs,  3 bands  and  5 
lymphocytes;  hemoglobin  14  g/dl.  Total  protein  was  5.4g/dl, 
calcium  7.6  mg/dl,  total  bilirubin,  5.3  mg/dl  and  glucose  138 
mg/dl. 

Abdominal  sonogram  on  August  6,  1982  showed  gall- 
bladder wall  thickening.  There  was  no  definite  evidence  of 
cholelitheasis,  but  in  some  views  strong  echoes  were  seen  in 
the  neck  of  the  gallbladder  (Fig.  1).  The  common  bile  duct 
measured  6 mm.  This  study  was  reported  as  compatible  with 
acute  cholecystitis. 

The  clinical  condition  of  the  patient  continued  deterio- 
rating with  persistently  increased  bilirubin  and  amylase.  On 


From  the  Medical  and  Nuclear  Medicine  Services,  Veterans  Administration 
Medical  and  Regional  Office  Center,  and  the  Departments  of  Medicine  and 
Radiological  Sciences:  University  of  Puerto  Rico  School  of  Medicine,  San  Juan, 
Puerto  Rico. 


Fig.  1.  Abdominal  sonogram  on  August  6,  1982  shows  thickening  of  the 
gallbladder  wall  and  strong  echoes  in  the  neck  of  this  organ. 


August  16,  1982  a mass  measuring  7 cm  in  diameter  located 
below  right  costal  margin  was  noticed.  It  was  tender  to 
palpation. 

On  August  17,  1982  an  hepatobiliary  study  ("mTc 
disofenin)  was  peformed  which  was  described  as  having 
uniform  hepatic  uptake.  By  15  minutes  the  common  duct  and 
duodenum  were  visualized.  The  region  of  the  gallbladder 
appeared  abnormaly  deficient  of  activity.  These  findings 
strongly  favor  the  presence  of  obstruction  of  the  cystic  duct 
(Fig.  2).  Repeated  sonogram  showed  a large  gallbladder  with 
a partial  septum  suggestive  of  perforation. 

The  patient  was  treated  with  antibiotics  with  good 
response  and  he  was  discharged. 

Cholecystectomy  was  performed  on  October  1982  and 
anatomic  examination  of  the  gallbladder  showed  changes 
compatible  with  chronic  cholecystitis  and  cholelithiasis. 
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Fig.  2.  Hepatobiliary  study  U'mTc  disofenin).  Hepatic  uptake  was  normal. 
By  15  minutes  activity  is  seen  in  the  common  bile  duct  and  duodenum.  The 
region  of  the  gallbladder  is  abnormally  devoid  of  activity  and  suggests  that  the 
organ  is  enlarged. 


Fig.  3.  Abdominal  sonogram  on  August  20  demonstrates  an  enlarged  gall 
bladder  with  a partial  septum  suggesting  perforation. 


Discussion 

The  clinical  picture  of  acute  cholecystitis  includes  right 
upper  quadrant  pain,  leukocytosis  and  fever.  This  clinical 
presentation  can  be  mimicked  by  other  diseases  including 
pancreatitis,  appendicitis,  diverticulitis,  peptic  ulcer  disease, 
ureterolitheasis,  hepatitis,  ischemic  bowel  disease,  and  viral 
gastroenteritis.  The  accurate  diagnosis  of  acute  cholecystitis 
is  mandatory  because  of  the  increased  mortality  and 
morbidity  associated  with  nonperative  treatment  of  the 
condition.1 

Newer  modalities  are  available  for  evaluation  of  hepato- 
biliary disease,  which  include:  cholescintigraphy,  sonography, 
and  computerized  tomography.  All  these  procedures  are 
noninvasive  and  have  inherent  advantages  and  disadvantages. 


Cholescintigraphy  with  "mTC  dimethyl  acetanilide 
imminodiacetic  acid  (disofenin)  offers  excellent  visualization 
of  the  biliary  system,  and  supplies  functional  information 
with  regard  to  patency  or  obstruction  of  the  cystic  duct  in 
patiens  with  right  uper  quadrant  pain.2  3 4 

Patients  referred  for  99mTc  disofenin  imaging  are  kept  in  a 
fasting  state  for  at  least  two  hours  prior  to  the  examination. 
They  are  placed  on  supine  position  under  an  Anger 
scintillation  camera.  The  radiopharmaceutical  is  injected 
intravenously  and  serial  scintiphotos  are  obtained  up  to  four 
hours.3  Typical  results  normally  show  gallbladder  filling 
(cystic  duct  patency)  or  nonfilling  (functional  cystic  duct 
obstruction)  which  is  diagnostic  of  acute  cholecystitis.  The 
rare  case  of  a calculous  cholecystitis  may  be  detected  by 
failure  to  respond  to  intravenous  sincalide.1 3 4 The  observed 
accuracy  of  the  procedure  is  95-98%  and  specificity  is  100%. 
The  false  negative  rate  is  near  zero.4  5 

Ultrasonography  of  the  gallbladder  is  best  performed  on 
a fasting  patient,  although,  fasting  is  not  a prerequisite  fora 
successful  study.  Sonography  can  detect  the  presence  of 
calculi,  determine  gallbladder  size,  detect  thickening  of 
gallbladder  wall,  the  presence  of  dilated  bile  ducts  and 
evaluate  the  pancreatic  bed.  Ultrasound  provides  rapid 
gallbladder  visualization  independent  of  liver  function.6 
Sonography  has  the  additional  advantage  of  depicting  the 
regional  anatomy  and  thus  has  the  potential  to  uncover  other 
causes  of  abdominal  pain,  fever,  and  leukocytosis.  Disad- 
vantages which  we  may  encounter  include  failure  to  demonstra- 
te the  presence  of  gallstones  in  the  neck  of  the  gallbladder  or 
cystic  duct  or  the  presence  of  gangrenous  changes  which 
result  in  a presumptive  rather  than  a proven  diagnosis.3  The 
sensitivity  and  specificity  of  this  procedure  in  acute  chole- 
cystitis are  reported  as  67%  and  82%  respectively.5 

In  summary,  due  to  its  speed  and  simplicity;  and  above 
all,  its  high  specificity,  as  well  as  the  functional  information 
that  "mTC  disofenin  provides  this  is  the  study  of  choice  in 
evaluating  patients  with  suspected  acute  cholecystitis.  Sono- 
graphy provides  additional  information  as  to  the  presence  of 
calculi  and  about  the  pancreatic  bed  which  complement  the 
one  obtained  with  nuclear  study.  These  two  studies  supplant 
to  a large  extent  the  oral  cholecystogram  in  patients  with 
suspected  gallbladder  disease. 
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Avances  en 
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María  T.  Martínez  de  Prado,  Lie.  Farmacia*  * 

El  tratamiento  del  diabético  desde  el  advenimiento  de  la 
insulina  con  los  trabajos  de  Banting  y Best,  ha  sido  el  mismo 
modificándose  tan  sólo  en  la  pureza  y las  técnicas  de  inyec- 
ción de  la  misma.  Múltiples  instrumentos  han  sido  desarro- 
llados para  la  dosificación  de  la  glicemia  y para  la 
administración  aislada,  intermitente  o continua  de  la 
insulina. 

La  última  década  ha  traído  modificaciones  terapéuticas 
de  importancia  para  el  diabético  insulinodependiente.  Así, 
podemos  destacar  como  de  importancia  el  empleo  de  combi- 
naciones insulínicas,  el  uso  de  microdosis  en  el  tratamiento 
del  paciente  agudo,  el  fraccionamiento  de  dosis  diarias,  el 
empleo  de  instrumentos  para  administración  continua  y 
programada  de  insulina,  el  incremento  en  la  producción  y 
uso  de  insulinas  purificadas  y menos  inmunogénicas,  y, 
finalmente,  el  desarrollo  de  insulinas  sintéticas1'5  y semisinté- 
ticas6  similares  en  estructura  química  a la  insulina  humana. 

En  la  década  de  los  años  80  el  tratamiento  ideal  del 
paciente  diabético  comprende  su  tratamiento  inicial  con  las 
insulinas  menos  antigénicas  disponibles,  el  empleo  de  micro- 
dosis  por  infusión  continua  o por  inyeccón  intramuscular  en 
la  etapa  aguda,  el  empleo  de  dosis  múltiples  por  técnicas  de 
inyección  convencionales  o mediante  aparatos  especiales  de 
infusión,  el  empleo  de  combinaciones  de  insulina  de  acción 
rápida  y de  acción  intermedia  administradas  en  forma  simul- 
tánea, y para  los  más  afortunados  económicamente,  el  uso 
de  insulinas  humanas  de  origen  sintético  o semisintético. 

PUREZA  DE  LA  INSULINA  Y SU  ANTIGENICIDAD 

La  antigenicidad  de  la  insulina  depende  de  su  origen 
animal  y de  la  forma  de  preparación.  Las  insulinas  de  corta 
duración  inducen  menor  formación  de  anticuerpos  debido  a 
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su  menor  periodo  de  acción  y la  ausencia  de  otras  sustancias 
como  la  protamina,  que  es  una  proteína,  y el  zinc  que 
favorecen  o exacerban  la  producción  de  procesos  alérgicos. 

La  última  década  nos  ha  traído  a nuestro  armamenta- 
rium terapéutico  insulinas  más  puras,  con  menos  contami- 
nantes, que  permiten  catalogarlas  como  insulinas  purifi- 
cadas de  baja  antigenicidad.  Hasta  el  año  1970,  aproxima- 
damente, las  insulinas  comerciales  eran  obtenidas  por 
técnicas  de  precipitación  isoeléctrica  y cristalización  conte- 
niendo elevadas  cantidades  de  impurezas  de  materiales  no- 
insulínicos  (>de  20,000  - 60,000  pm.)  y de  sustancias 
derivadas  de  la  insulina.  En  los  años  setenta  se  desarrollaron 
técnicas  cromatográficas  que  permitieron  la  producción  de 
insulinas  más  purificadas,  llamadas  de  “pico  único”,  ade- 
más de  las  purificadas  y monocomponentes  de  diversas  casas 
comerciales.  Las  insulinas  purificadas  estuvieron  disponi- 
bles para  investigación  y su  uso  clínico,  antes  en  Europa  que 
en  Norteamérica,  adonde  fueron  introducidas  hace  alrede- 
dor de  tres  años. 

El  origen  animal  de  la  insulina  influye  mucho  en  su 
grado  de  antigenicidad  debido  a diferencias  en  su  estructura 
primaria,  es  decir,  en  la  secuencia  y tipo  de  aminoácidos  en 
las  cadenas  de  la  misma.  La  insulina  porcina  es  la  más 
parecida  a la  humana  debido  a que  la  diferencia  con  la 
misma  estriba  tan  solo  en  un  aminoácido  de  la  cadena  B, 
encontrándose  alanina  en  la  porcina  en  lugar  de  treonina 
como  ocurre  en  la  insulina  humana.  La  insulina  bovina 
presenta  además  de  alanina  en  la  posición  de  30  de  la  cadena 
B dos  aminoácidos  distintos  en  las  posiciones  8 y 10  de  la 
cadena  A. 

Las  insulinas  producidas  en  Norteamérica  en  estos 
momentos  son  de  diverso  origen  animal  y combinaciones7: 


PANCREAS  BOVINO  75-80% 

PANCREAS  PORCINO  20-25% 

MEZCLA  PORCINA  BOVINA  98% 

INSULINA  PORCINA  2% 

INSULINA  BOVINA  0.5% 


Las  insulinas  con  contenido  mayor  de  50  ppm . de  proin- 
sulina se  considera  que  contienen  cantidades  suficientes  de 
contaminantes  hormonales  no-insulínicos  capaces  de  indu- 
cir una  respuesta  antigénica.  Las  insulinas  purificadas  en 
Norteamérica  deben  tener  menos  de  10  ppm.  de  contami- 
nantes para  poder  recibir  este  nombre.  Al  presente,  las  insu- 
linas purificadas  disponibles  en  el  mercado  suelen  tener 
menos  de  5 ppm. 

El  problema  de  la  antigenicidad  dando  lugar  a reaccio- 
nes alérgicas,  lesiones  de  lipoatrofia  y de  hipertrofia,  ha 
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disminuido  drásticamente  en  los  últimos  años  con  el  uso  de 
insulinas  purificadas.  Sin  embargo,  la  producción  de  anti- 
cuerpos, aunque  menor,  aún  persiste  con  las  insulinas  purifi- 
cas, al  igual  que  con  la  más  nobel  de  las  insulinas,  la  insulina 
sintética  humana  en  Eschericcia  coli. 


DOSIFICACION  DE  INSULINA  Y 
FRACCIONAMIENTO 

El  empleo  de  dosis  fisiológicas  de  insulina  o microdosis, 
en  lugar  de  las  dosis  farmacológicas  que  antes  se  empleaban 
en  el  tratamiento  del  diabético  agudo,  ha  permitido  un 
control  más  adecuado  del  paciente,  y evitado  alguna  de  sus 
complicaciones  por  sobretratamiento.  Al  presente,  su  usóse 
ha  popularizado  y adaptado  para  los  distintos  medios  según 
el  equipo  y personal  de  que  se  disponga. 

Múltiples  pacientes  que  aparentemente  están  bien  con- 
trolados con  una  glicemia  en  ayunas  aceptable  no  presentan 
un  perfil  glicémico  adecuado  o de  “control”  en  las  horas  de 
la  mañana,  lo  que  obliga  en  el  seguimiento  de  todo  paciente 
insulinodependiente  a determinar  los  valores  de  la  glicemia 
postprandial  de  dos  horas  para  determinarlo.  Este  fenó- 
meno se  observa  en  un  número  significativo  de  pacientes, 
por  lo  que  debe  ser  explorado. 

Dependiendo  del  contenido  de  zinc  o de  protamina  de 
la  insulina  variará  el  tiempo  de  prepraración  y de  acción  de 
la  mezcla.  En  Norteamérica,  con  las  insulinas  comerciales 
disponibles,  en  las  cuales  hay  exceso  de  estas  sustancias, 
hemos  de  preparar  la  mezcla  al  momento  de  su  uso  ya  que  la 
duración  y la  estabilidad  de  la  misma  son  afectadas  por  estos 
factores.  Cabe  mencionar  también,  que  la  proporción  de 
insulina  de  acción  rápida  y de  acción  retardada  varía  mucho 
de  un  paciente  a otro,  existiendo  grandes  desviaciones  estan- 
dard  en  los  requerimientos  de  los  pacientes  estudiados  por 
nosotros,  por  lo  que  no  se  justifica  el  empleo  de  rutina  de 
preparados  más  estables  que  contienen  tal  mezcla  en  forma 
fija  a una  proporción  específica.  Dichos  preparados  estarían 
solamente  indicados  en  aquellos  pacientes  que  requieran 
dicha  proporción  específica  o donde  se  pueda  controlar  su 
efecto  hipoglicemiante  en  exceso  mediante  el  uso  de  merien- 
das adecuadas.  En  ningún  caso  debemos  justificar  su  uso 
tolerando  francas  hiper-o  hipoglicemias.  Educando  adecua- 
damente a los  pacientes  y a los  familiares  con  la  técnica 
adecuada  de  mezcla,  se  pueden  evitar  errores  de  dosifi- 
cación. 

El  empleo  de  dosis  múltiples  de  insulina,  especialmente 
insulina  de  acción  rápida  y a dosis  bajas,  simula  más  la 
fisiología  pancreática  normal  y permite  un  mejor  control  del 
diabético.  Un  número  elevado  de  pacientes  requieren  el 
empleo  de  por  lo  menos  dos  dosis  diarias  de  insulina  de 
acción  intermedia  para  poder  obtener  un  control  adecuado. 
En  el  comienzo  de  la  enfermedad,  muchos  pacientes  pueden 
“controlarse”  con  una  sola  dosis  diaria,  pero  con  el  tiempo 
la  duración  de  la  insulina  y sus  efectos  varían,  obligando  al 
empleo  de  más  de  una  dosis  diaria. 

El  control  ideal  del  paciente  se  logra  mediante  una 
infusión  continua  basal  con  inyección  programada  de  insu- 
lina de  acción  corta  con  cada  comida.  Ello  puede  lograrse 
con  el  empleo  de  múltiples  instrumentos  en  desarrollo  y uso 
clínico  en  el  momento. 


INSULINAS  SINTETICAS  Y 
SEMISINTETICAS 

El  desarrollo  de  la  Bioquímica  y de  la  Ingeniería  en  la 
última  década  ha  permitido  la  producción  de  insulinas  simila- 
res en  estructura  a la  insulina  humana  por  técnicas  de  síntesis 
bacteriana  inducida  y por  procedimientos  específicos  enzimá- 
ticos  que  permiten  modificar  la  estructura  primaria  de  la 
insulina  porcina  en  forma  similar  a la  humana. 

Se  ha  dicho  que  la  producción  y disponibilidad  de  insu- 
lina, por  lo  menos  en  Norteamérica,  no  serían  suficientes  para 
el  año  1995.  En  Europa,  se  asegura  que  hay  páncreas  suficien- 
tes por  el  hecho  de  existir  múltiples  fuentes  animales  en  el 
mundo  que  no  están  siendo  explotadas.  El  hecho  de  que 
ambas  técnicas  se  hayan  desarrollado  aseguran  por  ambas 
vías  una  mayor  producción  de  insulina,  la  cual  ha  de  ser 
menos  antigénica,  y la  cual  esperamos  se  abarate  con  el 
tiempo. 

La  síntesis  química  total  ha  sido  lograda  en  el  laborato- 
rio4 utilizando  cerca  de  200  reacciones  de  síntesis.  La  misma, 
aunque  posible,  resulta  extremadamente  cara  para  justificar 
su  empleo. 

L— INSULINA  HUMANA  SEMISINTETICA 

Técnicas  de  síntesis  proteica  desarrolladas  en  años 
recientes89  permiten  modificar  la  estructura  de  la  insulina 
porcina  purificada  a una  similar  a la  insulina  humana.  Utili- 
zando una  reacción  de  transpeptidización,  la  insulina  por- 
cina es  convertida  a un  éster  de  insulina  humana.  Los 
contaminantes  son  también  convertidos  al  mismo  éster  por 
dicha  reacción.  El  empleo  de  un  éster  de  treonina  en  lugar  de 
treonina  pura  permite  el  fraccionamiento  posterior  de  la 
insulina,  al  tener  una  carga  eléctrica  negativa  menor  que  la 
de  la  porcina.  La  insulina  producida  es  purificada  por  técni- 
cas de  filtración  en  gel  y por  cromatografía  de  intercambio 
iónico. 

Esta  insulina  monocomponente  humana,  semisintética, 
ha  sido  probada  en  Europa  observándose  resultados  simila- 
res a la  porcina  y la  sintética  humana. 


IL—  LA  INSULINA  HUMANA  SINTETICA  DE 
ESCHERICCIA  COLI 

En  años  recientes  la  biosíntesis  insulínica  ha  sido 
lograda  con  insulina  de  rata1  y posteriormente  con  insulina 
humana23.  La  producción  de  insulina  humana  por  bacterias 
de  Eschericcia  coli  es  posible  con  técnicas  de  recombinación 
de  DNA.  Obteniendo  material  ribonucleico  de  plásmidos 
aislados  de  E.  coli,  e insertando  éstos  a bacterias  de  E.  coli,  se 
producirá  la  insulina  o su  precursor  (proinsulina). 

En  septiembre  de  1978,  un  grupo  de  investigadores  del 
Centro  Médico  “City  of  Hope”  de  Duarte,  California,  y un 
grupo  de  Genetech,  Inc.,  un  laboratorio  privado  de  San 
Francisco,  California,  informaron  la  inducción  de  síntesis  de 
insulina  humana  por  bacterias  de  Eschericcia  coli23. 

Utilizando  técnicas  de  recombinación  de  DNA  se  logró 
la  producción  de  genes  inductores  de  síntesis  de  insulina 
para  la  cadena  A y B por  separado.  El  proceso  de  síntesis 
conlleva  el  ligar  genes  de  cadena  sintética  a plásmidos  de  E. 
coli.  Después  de  un  periodo  de  fermentación  adecuada,  bajo 
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condiciones  de  cultivo  estrictas,  se  matan  las  bacterias  conte- 
niendo cadenas  A y B,  extrayéndose  posteriormente  la  pro- 
teína quimérica.  Se  purifican  los  productos  así  aislados,  se 
combinan  con  técnicas  bioquímicas  las  cadenas,  y el  pro- 
ducto combinado,  la  insulina,  se  purifica  aún  más. 

Al  presente,  la  producción  de  insulina  sintética  humana 
de  E.  coli  se  ha  modificado,  produciéndose  a partir  de  proin- 
sulina sintética,  en  lugar  de  cadenas  separadas,  la  cual  es 
purificada  y llevada  a la  forma  activa  al  desprenderle  el 
péptido  C.  La  producción  de  proinsulina  a escala  comercial 
está  permitiendo  noveles  proyectos  de  investigación  que 
redundarán  en  nuevas  modalidades  terapéuticas  en  cuanto  a 
tipo  y forma  de  administración  de  insulina.  En  un  futuro  no 
muy  lejano,  estará  a la  orden  del  día,  el  empleo  de  prepara- 
dos de  mezclas  de  insulina  y proinsulina,  logrando  distintos 
periodos  de  acción  y efectos  de  las  mismas.  Con  ello,  proba- 
blemente se  obvien  los  inconvenientes  de  las  proteínas  y 
otras  sustancias  para  producir  insulinas  de  acción  retardada. 

La  estructura  de  esta  insulina  es  similar  a la  humana.  Su 
actividad  es  comparable  a la  porcina  y a la  insulina  humana 
pancreática  en  ensayos  radioinmunológicos,  estudios  de 
radiorreceptores,  y efecto  hipoglicemiante  en  conejos.  La 
insulina  producida  es  de  calidad  “purificada”  y no  contiene 
proteínas  pancreáticas.  Su  reactividad  en  pruebas  de  piroge- 
nicidad  y de  endotoxinas  es  igual  o inferior  al  encontrado  en 
insulinas  purificadas10. 

Pruebas  realizadas  en  humanos  normales  y diabéticos 
voluntarios  han  sido  efectivas,  por  lo  que  su  empleo  libre  ya 
ha  sido  autorizado  en  Inglaterra  desde  el  mes  de  noviembre 
de  1982,  esperándose  su  autorización  para  uso  comercial 
libre  en  los  Estados  Unidos  de  Norteamérica  para  mediados 
de  1983. 

Diversas  pruebas  clínicas  han  sido  realizadas  en  anima- 
les y humanos.  Destacan  los  estudios  de  Keen  y colaborado- 
res11 en  Inglaterra  y los  realizados  por  Galloway  y sus 
colaboradores  en  Norteamérica12. 

Keen  y colaboradores  realizaron  las  primeras  pruebas 
en  humanos  normales  analizando  las  reacciones  cutáneas 
locales  y su  efecto  hipoglicemiante  mediante  inyección  sub- 
cutánea o endovenosa,  comparándolas  con  insulina  purifi- 
cada porcina.  No  se  observaron  diferencias  a reacciones 
locales  ni  efectos  adversos  a corto  plazo.  Ambas  insulinas 
mostraron  un  efecto  hipoglicemiante  similar,  pero  la  sinté- 
tica produjo  un  efecto  mayor  a dosis  bajas  por  las  vías 
subcutáneas  y endovenosa. 

Nosotros  venimos  realizando  un  proyecto  de  investiga- 
ción con  insulina  sintética  humana  en  veinte  pacientes  desde 
el  mes  de  enero  de  1983.  Hasta  el  momento  los  resultados 
obtenidos  con  la  misma  son  muy  favorables,  observándose 
un  mejor  control  de  los  pacientes,  y en  un  número  significa- 
tivo de  pacientes  una  dosis  menor  que  la  empleada  en  las 
insulinas  convencionales.  Destaca  el  hecho,  por  la  menor 
duración  de  insulina  intermedia  (tipo  NPH,  conocida  como 
“N”),  que  la  mayor  parte  de  los  pacientes  requieren  dos 
dosis  de  insulina  al  día.  Este  último  hecho,  de  por  sí,  favorece 
un  mejor  control. 

Los  estudios  en  humanos  muestran  que  la  insulina  sin- 
tética de  Eschericcia  coli  presenta  propiedades  muy  simila- 
res a las  purificadas  de  cerdo.  Incluso,  el  efecto  antigénico  en 
ambas  insulinas  es  el  mismo13. 

La  insulina  sintética  humana  disponible  en  el  mercado 
inglés,  y para  investigación  en  la  actualidad  en  Norteamé- 
rica, puede  emplearse  en  la  forma  de  acción  rápida  (Humu- 
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lin  R)  y en  la  forma  de  acción  intermedia  similar  a la  NPH 
(Humulin  N),  conteniendo  ésta  menor  cantidad  de  prota- 
mina  que  la  forma  convencional  de  la  misma  compañía  en 
Norteamérica. 

Al  presente  se  están  preparando  formulaciones  de  insu- 
lina sintética  humana  similares  a la  Lente,  las  cuales  han  de 
ser  sometidas  a ensayos  clínicos  de  investigación  en  el  trans- 
curso de  este  año. 

Desde  la  década  del  20  hasta  el  presente  la  terapéutica 
del  diabético  ha  estado  basada  en  la  insulina  y la  dieta.  La 
insulina  ha  sido  purificada  y al  presente  sintetizada  por 
varias  técnicas,  obteniéndose  un  producto  similar  al 
humano.  El  presente  inmediato  nos  depara  el  empleo  de 
estas  insulinas  “humanas”,  el  presente  mediato  el  empleode 
mezclas  de  proinsulina  e insulina,  y el  futuro  quizás  nos 
traiga  la  inducción  de  síntesis  de  insulina  y proinsulina  por 
células  Beta  que  ya  habían  dejado  de  hacerlo,  logrando  así 
una  “cura”  por  técnicas  de  Ingeniería  Genética. 
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Determinación  de 
Incapacidad  Para 
el  Seguro  Social 


Jorge  E.  Lugo  Rodríguez,  MD,  FACP,  FACC  * 

Resumen:  Los  médicos  son  llamados  a referir  casos  de 

incapacidad  al  Seguro  Social.  En  este  artículo  presentamos  la 
definición  legal  de  incapacidad,  la  forma  de  referir  los 
enfermos,  los  mecanismos  para  evidenciar  la  severidad  y los 
demás  datos  pertinentes  para  hacer  esta  labor  con  eficiencia. 
Se  espera  que  esta  información  pueda  ser  útil  a aquellas  perso- 
nas que  deben  intervenir  en  estos  casos. 

En  algún  momento, casi  todos  los  médicos  desean  referir 
un  paciente  incapacitado  al  Seguro  Social.  Este  artículo 
brinda  información  sobre  los  procedimientos  que  se  deben 
seguir  al  referir  a la  Agencia  casos  de  esta  naturaleza.1 

Definición  de  Incapacidad 

Un  trabajador  que  se  incapacite  severamente  antes  de 
cumplir  los  65  años,  podrá  recibir  beneficios  de  incapacidad 
si  está  asegurado  conforme  a la  ley  de  Seguro  Social.  Bajo  el 
Seguro  Social  se  considerará  incapacitado  si  sufre  de  una 
condición  física  o mental  que  le  impida  trabajar  porque  se 
espere  dure  o haya  durado,  por  los  menos  12  meses  o que  se 
espera  pueda  ocasionarle  la  muerte  en  este  período. 


* Director,  Departamento  de  Medicina,  Hospital  Industrial.  Centro 
Médico  de  Puerto  Rico.  Río  Piedras.  Puerto  Rico. 

' Social  Security 'Regulations,  US  Dept,  of  Health  and  Human  Services, 
SS  Administration,  dune  1981. 


Esta  incapacidad  debe  ser  el  resultado  de  una  condición 
médica  “determinable”,  queriendo  ésto  decir  que  hay  que 
probarla  con  datos  médicos. 

¿Cómo  se  debe  Evidenciar  la  Incapacidad? 

No  tiene  utilidad  el  que  un  médico  escriba  una  nota 
(medical  report)  al  Seguro  Social  indicando  que  determinado 
paciente  “está  totalmente  incapacitado  para  trabajar”.  Esta 
determinación  la  hacen  los  funcionarios  y empleados  del 
Seguro  Social  por  delegación  del  Secretario  de  Salud  y Recur- 
sos Humanos  del  Gobierno  de  los  Estados  Unidos. 

Lo  importante  para  el  médico  que  así  refiera,  es  poder 
demostrar  mediante  los  hallazgos  clínicos  o las  pruebas  médi- 
camente aceptables,  una  incapacidad  que  reúna  aquellos 
requisitos  de  severidad  y duración  que  requiere  la  Ley. 

Es  fundamental  evidenciar  la  presencia  de  las  enfermeda- 
des, utilizando  datos  comprobados,  entre  los  cuales  son  útiles 
las  hojas  de  progreso  clínico  y los  récords  del  hospital.  Es 
imprescindible  presentar  un  diagnóstico  y un  seguimiento. 

También  es  importante  describir  los  efectos  secundarios 
de  los  medicamentos  en  el  paciente  si  éstos  limitan  su  función. 

En  el  caso  de  enfermedades  mentales,  el  diagnóstico  a que 
se  ha  llegado  no  es  tan  importante  como  los  hallazgos  médi- 
cos (medical  findings)  que  respaldan  ese  diagnóstico. 

¿Cómo  Evalúa  el  Seguro  Social? 

La  agencia  estatal  generalmente  envía  al  reclamante  a 
examen  con  uno  de  sus  médicos.  Por  su  cuenta  paga  exáme- 
nes y laboratorios  que  confirmarán  o negarán  la  evidencia 
que  suministró  el  médico  de  cabezera.  A base  de  ésto  deter- 
mina si  concede  la  incapacidad.  Si  se  deniega  su  caso,  el 
reclamante  luego  puede  apelarlo. 

¿Cuáles  son  los  Criterios  de  Incapacidad? 

El  Seguro  Social  ha  compilado  un  listado  de  impedimen- 
tos de  los  sistemas  del  cuerpo  que  establece  los  criterios 
médicos  requeridos  para  que  el  reclamante  pueda,  salvo  que 
esté  envuelto  en  trabajo  sustancial,  ser  considerado  incapaci- 
tado por  entenderse  que  su  condición  no  le  permite  realizar 
actividades  substanciales  de  trabajo.  Si  la  condición  reúne 
específicamente  estos  criterios,  la  Ley  reconoce  la  incapaci- 
dad al  enfermo.  Este  listado  se  revisa  periódicamente.  Como 
es  de  suponer,  contiene  incapacidades  físicas,  así  como  de 
origen  emocional.  Por  supuesto,  el  listado  no  contiene  todas 
las  posibilidades  médicas  y por  supuesto  aquellos  impedi- 
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mentos  que  no  están  cubiertos  se  compararán  con  el  mismo 
criterio  de  severidad  que  r quiere  el  listado.  Esto  da  margen  a 
que  una  condición  no  reúna  los  criterios  de  severidad  especifi- 
cados en  el  listado,  pero  pueda  igualarlos. 


Figura  1 

Criterio  de  Incapacidad 

Condición  física  o mental  que  impida  realizar 
trabajo  sustancial  por  un  período  de  12  meses  o 
más  o pueda  resultar  en  la  muerte  en  ese  período. 

“Capacidades  residuales”  no  son  suficientes 
para  realizar  un  trabajo  diferente. 

Si  se  puede  realizar  otro  trabajo,  que  éste  no 
esté  realizándose  en  el  ambiente  laboral. 


Al  médico  que  refiera,  \q  convendrá,  describir  las  limitacio- 
nes que  le  observa  o prescribe  a su  enfermo  en  los  aspectos 
físicos  y emocionales.  El  Seguro  Social  le  enviará  al  médico,  si 
el  reclamante  se  lo  solicita,  una  hoja  de  “Capacidad  Resi- 
dual” donde  se  puede  vaciar  en  forma  más  objetiva  esta 
información.  Sin  embargo,  la  información  que  provee  el 
médico  a los  efectos  de  que  un  paciente  está  incapacitado, 
totalmente  incapacitado  o frase  por  el  estilo,  son  evidencia  de 
opinión.  Compete  al  funcionario  del  Seguro  Social  hacer  la 
determinación  o decisión  de  incapacidad. 

La  Ley  provee  que  un  consejero  médico  contratado  por  el 
Seguro  Social  ofrezca  su  juicio  médico,  en  caso  de  que  la 
enfermedad  o sus  limitaciones  no  esté  en  los  listados,  si  esta 
condición  del  reclamante  es  “equivalente”.  El  reclamante 
tiene  derecho  a que  si  su  caso  es  denegado  mediante  determi- 
nación inicial  del  Seguro  Social,  se  reconsidere  el  mismo  si 
hace  la  petición  a tiempo.  En  esta  segunda  ocasión  puede 
someter,  como  en  cualquier  otra  etapa  posterior,  prueba 
médica  adicional.  Después  de  esta  segunda  ocasión  en  que  su 
caso  ha  sido  denegado,  el  reclamante  tendrá  derecho,  si  tam- 
bién lo  solicita  a tiempo,  a una  vista  a la  que  puede  compareer 
el  reclamante  con  su  abogado  y con  su  médico  para  aprobar 
su  caso. 

Figura  2 

Comprobación  de  la  Incapacidad 


Demostrar  enfermedad  severa. 

Records  y pruebas  confirmen  ésto. 

Que  llene  el  listado  de  incapacidad  por  enferme- 
dad requerido  por  S.S. 

Si  no  llena,  que  testimonio  médico  experto  acepte 
como  equivalente  una  enfermedad  única  o com- 
binadas. 


Cambio  de  Trabajo 

Si  el  Seguro  Social  puede  demostrar  que  el  reclamante, 
por  su  “capacidad  funcional  residual”  puede  hacer  cualquier 


otro  trabajo,  no  concederá  la  incapacidad  a menos  que  se 
determine  que  los  trabajos  que  puede  desempeñar  no  existen 
en  número  significativo  en  la  economía.  Esta  prueba  general- 
mente surge  del  testimonio  de  un  experto  vocacional  o se 
infiere  de  una  guías  (medical  vocational  guidelines)  que  son 
aplicables  a impedimentos  que  limitan  el  uso  de  esfuerzo 
físico.  Un  obrero  de  construcción  únicamente  con  impedi- 
mentos que  le  limitan  el  esfuerzo  físico,  por  ejemplo,  si  puede 
por  su  capacidad  residual,  edad,  educación  o experiencia, 
realizar  otro  trabajo  no  está  incapacitado.  En  este  caso,  el 
Seguro  Social  puede  usar  un  consejero  vocacional  para  aseso- 
rarle si  el  caso  no  cae  estrictamente  dentro  de  las  guías 
médico-vocacionales.  Un  consejero  médico  (medical  advisor) 
podría  utilizarse  en  la  vista  si  el  juez  entiende  que  la  opinión 
de  éste  puede  ayudarlo  a resolver  conflictos  en  la  prueba  o 
esclarecer  materia  médica  que  ofrece  serias  dificultades  para 
interpretarla. 

Combinación  de  Impedimentos 

Una  combinación  de  enfermedades  puede,  por  limitacio- 
nes en  diferentes  áreas,  ser  equivalente  a una  incapacidad  en 
la  lista.  Este  podría  ser  el  paciente  diabético,  hipertenso,  con 
un  infarto  cardíaco  y una  úlcera  activa.  Las  enfermedades 
deben  evidenciarse  y probarse  que  son  severas  produciendo 
limitaciones  reales. 

Síntomas  Varios  - Necesidad  de  Comprobación 

Un  enfermo  podría  quejarse  de  dolor  constante,  mareos, 
tensión,  etc.  Esto  puede  ser  real,  y al  médico  es  a quién 
compete  justipreciar  el  síntoma,  su  severidad,  persistencia  y 
limitación.  El  Seguro  Social,  no  obstante,  no  aceptará  opinio- 
nes médicas  al  respecto,  a menos  que  las  mismas  sean  clara- 
mente evidenciadas  con  datos  médicos  reales  y objetivos. 

Figura  3 

Sintomas  e Incapacidad 


La  existencia  de  síntomas  debe  correlacionar 
con  los  hallazgos  de  exámenes  y laboratorios. 

La  medicación  debe  ser  apropiada  y seguirse. 
Los  efectos  secundarios  de  la  medicación  pue- 
den añadir  limitaciones  al  enfermo. 


Figura  4 

Factores  Importantes  para  la  Final 
Determinación  de  la  Incapacidad 


Juez  Administrativo  del  Seguro  Social 
Abogado  del  reclamante 
Médico  del  reclamante 
Consejero  Médico  del  S.S. 

Consejero  Vocacional  del  S.S. 

Pruebas  de  laboratorio  (enviar  trazados  y mues- 
tras y describir  cómo  se  obtuvieron) 
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Ejemplos  de  éstos  serían  el  dolor  constante  de  la  artritis.  Este 
debe  ser  justificado  como  severo  y real  por  estudios  y radio- 
grafías que  demuestren  clara  severidad  e intratabilidad  del 
problema.  El  enfermo  debe  demostrar  que  toma  los  trata- 
miento y el  médico,  que  ellos  no  resultan  en  la  desaparición 
de  los  síntomas,  debido  a la  seriedad  del  proceso,  eviden- 
ciando ésto  por  uso  de  los  métodos  científicos  modernos. 

Cirugía  o Tratamiento 

Una  propuesta  cirugía  no  invalida  un  caso  de  incapaci- 
dad. Luego  de  ralizada  ésta,  se  determina  la  condición  o 
recuperación  del  enfermo.  Debe  demostrarse  que  los  trata- 
mientos se  siguen.  Si  los  mismos  requieren  visitas  periódicas 
o se  complican,  ésto  ayudaría  el  caso. 

Conclusiones 

El  médico  tiene  la  responsabilidad  social  de  referir  para 
evaluación  por  el  Seguro  Social  aquellos  enfermos  que  consi- 
dere incapacitados.  La  agencia  estatal  y luego,  si  hubiera 
apelación,  la  federal,  es  la  que  hace  la  determinación  de  esta 
condición.  Es  inútil  por  tanto,  hacer  un  certificado  médico 
que  diga  que  a tal  o cual  paciente  “lo  consideramos  incapaci- 
tado”. Esta  es  una  determinación  que  por  Ley  corresponde 
únicamente  al  Secretario  de  Salud  y Bienestar,  y a aquellos  en 
quien  él  delegue.  Por  supuesto,  los  tribunales  federales,  tam- 
bién en  última  instancia,  pueden  hacer  una  decisión  de  inca- 
pacidad si  llegan  a la  conclusión  que  la  decisión  del  Secretario 
no  está  respaldada  por  evidencia  sustancial. 

Debemos  enviar  datos  específicos  y objetivos  al  Seguro 
Social.  Estos  pueden  ser  los  laboratorios,  las  hojas  del  pro- 
greso y la  hospitalización;  o las  descripciones  de  las  limitacio- 
nes reales  del  enfermo  según  las  podamos  comprobar  con 
nuestras  observaciones  y pruebas.  Esto  estará  sujeto  a evalua- 
ción y comprobación  según  una  lista  de  incapacidades  por  las 
que  se  rige  el  Seguro  Social  o a determinación  de  equivalen- 
tes, según  testimonio  médico  pericial. 

El  período  de  incapacidad  que  requiere  la  Ley  es  de  12 
meses  continuos  de  prescrita  inactividad  total  por  razones  de 
enfermedad  y tratamiento  médicamente  válidos,  o de  la  pro- 
bable muerte  en  este  período  debido  a enfermedad  severa  que 
no  pueda  mejorar. 

La  incapacidad  es  la  imposibilidad  de  realizar  cualquier 
trabajo;  no  aquel  que  se  realizaba  al  enfermarse.  Este  debe  ser 
del  tipo  remunerativo  y substancial  y en  acuerdo  con  la  edad, 
educación  y destrezas  del  reclamante. 

Los  médicos,  los  consejeros  vocacionales,  los  abogados, 
los  jueces  y examinadores,  y los  investigadores  para  el 
Seguro  Social,  tenemos  una  responsabilidad  ante  el  enfermo 
y la  Ley.  Debemos  descargarla  con  conciencia,  humanidad  y 
conocimiento.  Es  recomendable  a todos  tomar  nota  del  pro- 
ceso aquí  resumido.** 


**  Las  apreciaciones  anteriores  vienen  de  un  repaso  de  los  listados  y 
criterios  de  incapacidad  del  SS  y una  gentil  revisión  del  material  por  algunos 
jueces  administrativos  del  SS  federal. 

Son  de  la  única  responsabilidad  del  autor  y no  representan  divulgación 
oficial  del  Seguro  Social. 


Summary:  Physicians  are  called  upon  to  refer  their 

patients  with  disabilities  to  the  Social  Security  agencies.  In  this 
article,  we  present  the  legal  definition  of  disability,  the  proper 
way  to  refer  these  cases,  the  methods  of  presenting  medical 
evidence  and  severity,  and  other  pertinent  data  to  perform  this 
function  with  eficiency. 

It  is  expected  that  this  information  will  be  useful  to  all 
persons  who  have  to  deal  with  these  cases. 
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The  Antibiotics 


Drug  Interactions 
with  Oral 
Contraceptives:  a 
Review 

Francisco  X.  Veray,  M.D. 

Since  the  early  fifties,  when  oral  contraceptives  were 
first  introduced  in  our  young  females  in  Puerto  Rico, 
none  could  have  thought  all  the  works  that  have  come  into 
the  literature  about  the  side  effects  and  recently  the 
interactions  with  oral  contraceptives. 

This  topic  up  to  now,  was  hard  to  study  because,  in  spite 
of  the  importance  of  the  subject  there  were  not  enough 
reports  in  the  world’s  literature  that  may  lead  us  think  that 
interactions  may  cause  a failure  of  contraceptives  efficacy. 

The  magnitude  of  this  problem  can  only  be  surmised, 
when  one  relies  on  an  isolated  case  report  whose  accuracy 
and  veracity  undoubtedly  vary.1  We  should  have  also  in  mind 
that  many  women  taking  oral  contraceptives  therapy  also 
take  other  drugs,  and  it  is  possible,  at  least  in  theory,  that  the 
response  of  these  other  agents  may  be  altered  owing  to 
changes  in  either  their  pharmacokinetics  or  pharmacodynamics. 

In  the  study  of  drug  interactions  and  oral  contraceptives, 
we  should  have  in  mind  that  one  can  not  extrapolate  data 
from  a female  subject  taking  one  form  of  oral  contraceptive 
to  those  taking  another.  We  have  to  keep  this  in  mind  not 
only  when  dealing  with  combined  progestogen  oral  contra- 
ceptives agents  and  progestogen-only  contraceptives,  but  also 
with  oral  contraceptive  therapy  of  different  estrogen  and 
progestogenic  potency  and  content.  Also  an  important 
caveat  to  be  kept  in  our  thoughts  is  the  individual  magnitude 
of  drug-drug  interaction.  Breckenridge  et  al,  with  respect  to 
liver  microsomal  enzyme  induction,  has  shown  that  with  the 
administration  of  the  same  dose  of  quinalbarbitone,  may 
lead  to  a fall  in  steady-state  plasma  warfarin  concentrations, 
varying  from  5%  to  65%  of  control  values,  and  a similar 
difference  can  be  operative  with  respect  to  enzyme  induction 
involving  oral  contraceptive  therapy.2 

We  have  taken  care  for  the  last  17  years  of  the  high-risk 
cardiac  pregnant  females  in  a clinic  that  to  our  knowledge,  is  the 
only  of  its  kind  in  our  hemisphere,  seeing  cardiovascular 
diseases  complicating  pregnancy  at  the  Maternal  Infant  Care 
Project,  of  the  Department  of  Obstetrics  and  Gynecology  of 
the  School  of  Medicine,  University  of  Puerto  Rico, 
Medical  Science  Campus,  Rio  Piedras.  All  these  years  have 
interested  us  in  the  topic  of  oral  contraceptive  therapy,  its 
side  effects,  and  now  the  fascinating  subject  of  drug 
interactions  with  oral  contraceptives  to  embark  ourselves  in 
this  review. 


From  the  Cardiology  Section,  Department  of  Medicine  - Medical  Sciences 
Campus,  Río  Piedras,  Puerto  Rico. 


Probably  the  most  important  durg  interaction  is  that 
between  antibiotics  and  oral  contraceptive  therapy.  The 
clinical  data  are  scarse,  but  this  possibility  has  to  be  kept  in 
mind  as  antibiotics  are  used  so  widely.  Dossetor  reported 
three  females  who  became  pregnant  while  on  Ampicillin3  and 
Von  Hempel  et  al  reporting  in  four  large  series  of  women  who 
experienced  oral  contraceptives  failure  on  other  medications, 
two  were  taking  either  Sulphamethoxy-pyridazine  or 
Chloramphenicol.4 

Pulkinnen  has  shown  that  antibiotics  such  as  Ampicillin 
and  Neomycin  in  therapeutic  doses,  decrease  both  plasma 
and  urine  estriol  levels  during  pregnancy  within  2-3  days  of 
their  administration.5  6 Tikkanen  et  al  suggested  the 
following  explanation  for  this  phenomenon:  During  preg- 
nancy estriol  produced  in  fetoplacental  unit  is  excreted  in  the 
bile  as  a conjugate  most  probably  a glucuronide,  which  is 
broken  down  in  the  gut  by  bacterial  enzyme  biotransforma- 
tion. The  estrogenic  metabolite  is  reabsorbed  from  the  gut, 
possibly  undergoing  conjugation  again  within  the  gut  wall, 
completing  the  enterohepatic  circulation  cycle  that  is  well 
known  for  estrogen.7  In  the  presence  of  antibiotics  within  the 
gut,  with  the  consequent  alteration  of  gut  flora.  This 
enterohepatic  circulation  may  be  disturbed,  resulting  in 
increased  fecal  excretion  of  estrogen.  The  estrogenic  com- 
ponent of  many  oral  contraceptives  agents  may  suffer  a 
metabolic  fate  similar  to  that  of  natural  estrogens,  and 
similar  interaction  with  antibiotics  may  result,  producing 
decreased  plasma  concentrations  and  increased  fecal  levels. 
This  may  be  of  relevance  only  in  women  taking  low  estrogen 
oral  contraceptives  agents  and  there  may  be  other  sources  of 
interindividual  variation  as  well.8  We  have  reviewed  the 
recent  literature  on  the  newest  antimicrobial  agents  and  drug 
interactions  with  oral  contraceptives  are  not  mentioned.9 10  11 12 13 


The  Analgesics  and  the  Tranquilizers 

Van  Hempel  has  described  ten  patients  who  became 
pregnant  while  taking  Amydopyrine,  Mepromate,  Chlor- 
diazepoxide,  and  Phenacetin.4  The  first  three  drugs  induce 
liver  microsomal  enzyme  activity  thus  perpetrating  the 
failure  of  oral  contraceptives  drugs.14  In  a further  study  on 
females  using  Amidopyrine  and  oral  contraceptives,  the 
same  authors  found  eleven  of  twentyfour  patients  had 
bleeding  within  ten  to  sixteen  days  of  starting  the  analgesic. 
The  reason  of  the  interaction  with  Phenacetin  derivatives 
compounds  is  uncertain,  and  even  its  importance  is  unknown. 


The  Antituberculous  Drugs 

Reimers  and  Jezek  were  the  first  authors  to  give  clinical 
evidence  that  antituberculous  therapy  might  interfere  with 
the  efficacy  of  oral  contraceptives  agents  in  a series  of  fifty 
one  patients  with  tuberculosis  therapy.15  In  these  patients 
studied,  whose  regimen  included  Rifampicin,  they  showed  an 
increased  evidence  of  breakthrough  bleeding  equated  with  a 
diminished  efficacy  of  the  oral  contraceptive.  In  1974 
Reimers  in  a large  group  of  eighty  eight  females  taking 
Rifampicin  and  oral  contraceptive  therapy,  not  only  did 


361 


Bol.  Asoc.  Med.  P.  Rico  - Agosto  1983 


Drug  Interactions  with  Oral  Contraceptives:  A Review 


notice  sixty  eight  bleeders  but  five  became  pregnant.  In 
twenty  six  females  using  Streptomycin  and  oral  contraceptives 
only  one  presented  breakthrough  bleeding.16 

The  possible  explanation  given  by  different  authors  for 
these  findings  is  to  be  found  in  the  observation  that 
Rifampicin  increases  the  rate  of  hepatic  breakdown  of  both 
ethinylestradiol  and  estradiol,  as  shown  by  Bolt  et  al  using 
microsomal  preparations  of  human  liver  from  cases  receiving 
Rifampicin.17  Yet  some  other  authors  believe  that  the 
explanation  for  the  failure  of  contraceptive  therapy  is  that  the 
antituberculous  drug  may  alter  the  output  or  the  hypo- 
thalamic pituitary  axis,  but  studies  have  demonstrated  that 
its  use  has  no  influence  on  the  serum  growth  hormone 
levels.18 

The  Anticonvulsant  Drugs 

Many  investigators  believe  that  if  one  group  of  microsomal 
enzyme-inducing  agents  can  cause  a failure  of  oral  contra- 
ceptive efficacy,  a similar  action  may  well  be  relevant  in 
epileptic  patients  on  anticonvulsant  drugs.  Phenobarbitone, 
Phenytoin,  Drimidone  and  Pheneturide  are  known  enzyme 
inducers.19  Neyon  in  1972  reported  a female  who  became 
pregnant  while  on  Phenytoin  and  Sulthiame,  as  well  as  oral 
contraceptive  therapy.20  Von  Hempel  and  co-workers  in  rather 
big  series  of  patients  taking  “the  pill”  and  other  drugs  simulta- 
neously, epileptics  were  found  to  have  high  incidence  of  break- 
through bleeding,  and  four  using  Phenobarbitone  or  Phenytoin, 
became  pregnant.4 

Janz  and  Schmidt  reported  in  1974  pregnancy  in  three 
epileptics  on  anticonvulsant  therapy  and  oral  contraceptives.21 
Levin,  Welch  and  Conney  in  1968  reported  that  the 
uterotropic  effects  of  the  estrogens-stilbestrol  and 
ethinylestradiol  could  be  inhibited  by  simultaneous  adminis- 
tration of  phenobarbitone  at  higher  doses.  This  led  others  to 
believe  the  contraceptive  effect  of  these  steroids  would 
similarly  be  altered  by  barbiturate  administration.22 

Conclusions 

The  usage  of  many  drugs  has  been  reported  by  many 
investigators  to  alter  the  efficacy  of  simultaneously  prescribed 
oral  contraceptive  drugs  manifested  by  either  breakthrough 
bleeding  or  an  unwanted  pregnancy.  Interactions  between 
oral  contraceptive  therapy  and  many  other  drugs,  have  been 
reported  also,  but  these  works  consist  of  isolated  cases,  and 
the  basis  and  importance  of  the  true  interaction  is  in  some 
doubt. 

Resumen:  El  uso  combinado  de  varias  drogas  con  contra- 

ceptivos orales  se  ha  reportado  que  altera  la  misión  primordial 
de  la  terapia  contraceptiva  como  causando  sangrías  y emba- 
razos a destiempo. 

Otras  drogas  se  nan  reportado  como  causantes  de 
interacción  que  no  revisamos  aquí  por  ser  casos  tan  aislados  que 
se  pone  en  duda  su  verdadera  razón  de  haber  ocurrido  y hasta  su 
veracidad. 
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During  the  last  century,  demographic  changes  in  the 
U.S.  population  have  resulted  in  an  increased  number 
of  persons  over  age  65,  with  greater  numbers  being  predicted 
in  the  future.  The  increased  elderly  population  brings  special 
challenges  to  those  concerned  with  health  care.  During  1975, 
the  nation’s  health  care  expenditures  were  over  $103  billion.1 
Of  this,  29%,  or  about  $30  billion,  was  spent  for  health  care  of 
the  elderly.2 

The  life  expectancy  at  birth  has  increased  from  40  years  in 
1900  to  over  70  years  in  1980.  Life  expectancy,  which  can  be 
influenced  by  environmental  factors,  needs  to  be  differentiated 
from  life  span,  the  greatest  possible  age  that  a person  can 
attain  within  a specific  hereditary  potential.  It  is  not  likely 
that  the  life  span  of  a human  (115  years)  can  be  changed  even 
though  animal  studies  do  show  that  life  span  can  be  altered  by 
severely  restricting  food  intake.  The  adverse  effects  of  food 
restriction  outweigh  the  benefit  from  lengthening  life  span. 
Thus,  on  a practical  basis,  extrapolation  from  animal  studies 
to  humans  in  this  instance  is  not  feasible.1 

With  increasing  age  in  the  human,  the  decline  in 
physiological  functioning  of  organ  systems  is  well  documen- 
ted.1 However,  the  role  nutrition  may  play  in  off-setting  these 
declines  has  not  been  adequately  defined. 
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permission  from  General  Mills  Inc.  Minneapolis.  Minnesota. 

**  Department  of  Nutrition  and  Medical  Dietetics,  University  of 
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Energy  Needs 

Energy  balance  is  a critical  factor  in  consideration  of 
obesity  and  underweight  among  the  elderly. 

• Ideal  Weight.  The  prevalence  of  obesity  and  under- 
weight depends  upon  many  factors,  including  whether  the 
group  studied  is  free-living  or  in  a health  care  facility.  Studies 
indicate  that  obesity  is  found  in  over  one-half  of  free-living 
elderly  women.2  3 4 Studies  also  indicate  that  many  nursing 
home  residents  are  underweight.1  The  question  arises  as  to 
what  the  ideal  body  weight  and  amount  of  fatness  is  for  the 
person  over  age  65.  Until  recently,  it  was  commonlyassumed 
that  longevity  is  inversely  related  to  relative  body  weight. 
Several  recent  reports,  however,  suggested  that  this  assump- 
tion may  not  be  true  for  those  over  65  years.1  When 
considering  energy  needs  of  the  elderly  person,  therefore,  it 
may  not  be  prudent  to  suggest  weight  loss  if  he/she  is 
moderately  overweight.  The  underweight  elderly,  however, 
should  be  encouraged  to  increase  their  energy  intake  to 
achieve  desirable  body  weight  since  they  may  have  higher 
mortality.1 

• Physical  Activity.  Longitudinal  studies  suggest  that 
both  basal  metabolic  rate  and  the  amount  of  physical  activity 
decrease  after  age  50,  resulting  in  decreased  energy  needs. 
However,  increased  physical  activity,  an  important  alternative 
to  dieting,  will  have  the  effect  of  increasing  energy  needs  and 
thus  make  a greater  intake  possible. 

Exercise  is  also  important  in  other  ways  to  the  health  of 
the  elderly.  Physical  activity  has  been  shown  to  improve 
calcium  balance  and  maintenance  of  normal  bone  structure. 
Furthermore,  regular  exercise  and  adequate  intake  of  fluid 
are  important  considerations  in  prevention  of  constipation,  a 
common  problem  of  the  elderly. 

Fat  and  Cholesterol 

In  recent  years,  a great  deal  of  attention  has  been  focused 
on  the  amount  of  total  fat,  ratio  of  polyunsaturated  to 
saturated  fat  (P/S  ratio)  and  the  amount  of  cholesterol  in  the 
diet,  particularly  in  reference  to  recommendations  to  risk 
groups  for  prevention  of  strokes  and  diabetes.  Consequently, 
the  elderly  (60  to  75  years)  and  aged  (75  years  or  above)  are 
very  much  concerned  about  cholesterol  and  the  amount  and 
type  of  fat  in  the  diet.1 

In  keeping  with  the  recommendations  for  the  U.S. 
population,  total  fat  intake  by  the  elderly  should  be  reduced 
so  fat  is  no  more  than  35%  of  dietry  energy.2  The  efficacy, 
however,  of  altering  the  P/S  ratio  and  lowering  dietary 
cholesterol  in  the  elderly  is  not  well  documented.  Animal 
experiments,  epidemiologic  studies  of  the  elderly  and  clinical 
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trials  provide  a basis  for  not  altering  the  P/S  ratio  or  lowering 
dietary  cholesterol. ^ 6 For  example,  an  important  clinical  trial 
failed  to  find  a signific;  nt  positive  effect  of  a diet  rich  in 
polyunsaturated  fats  on  total  mortality.1-  6 These  findings 
support  similar  results  of  a four-year,  follow-up  study  of  a 
group  of  elderly  in  Missouri  in  which  the  relationship  of  cause 
of  death  to  nutritional  status  was  investigated.7  Those  who 
died  from  various  types  of  cancer  had  a significantly  higher 
intake  of  linoleic  acid,  an  unsaturated  fatty  acid,  than  those 
who  died  from  cardiovascular  disease  or  from  other  causes. 
These  reports  suggest  that  caution  needs  to  be  exerted  before 
general  recommendations  are  made  to  change  the  P/S  ratio 
in  diets  of  the  elderly. 

Dietary  Fiber 

Dietary  fiber  is  a heterogeneous  group  of  complex 
carbohydrates  that  is  resistant  to  human  digestive  enzymes. 
Dietary  fiber  has  attracted  considerable  attention  in  recent 
years  because  certain  fiber  forms  (e.g.,  wheat  bran)  have 
demonstrated  effects  on  reducing  stool  transit  time  and  on 
increasing  moisture  content. 

A prudent  increase  in  dietary  fiber  by  regularly  including 
fruits,  vegetables  and  whole  grain  cereals  in  the  diet  may  have 
beneficial  effects  in  preventing  and  relieving  constipation. 
Emphasizing  dietary  fiber  is  preferable  to  long-term  medica- 
tion with  laxatives  as  the  latter  interferes  with  the  absorption 
and  utilization  of  essential  trace  nutrients.8  However, 
consumption  of  extremely  high  levels  of  certain  types  of  fiber 
may  have  similar  effects.9 


Other  Nutrients 

• Protein.  Surveys  indicate  that  lower  socioeconomic 
subgroups  of  elderly  consume  less  than  the  recommended 
Dietary  Allowances  (RDA)  for  protein.3'10  Evidence  suggests 
that  if  it  were  necessary  to  economize,  many  elderly  would 
limit  their  purchases  of  meat  and  dairy  products.11 

The  Food  and  Nutrition  Board  recommends  that  the 
elderly  consume  12%  of  their  calories  as  protein  or  at  least  0.8 
gm/kg  body  weight.5  However,  this  is  less  than  some  studies 
have  reported  to  be  adequate  for  nitrogen  balance  and  that 
recommend  at  least  1 gm  protein/kg  body  weight.5'12  A large 
portion  of  the  subjects  in  these  studies  were  taking 
medications  or  were  afflicted  with  stressful  disease,  a 
common  problem  among  the  elderly  which  may  induce 
increased  protein  needs. 

Sources  of  less  expensive  high  quality  protein  include  eggs 
and  many  dairy  products  which  are  also  good  sources  of 
other  essential  nutrients. 

• Calcium.  Dietary  intake  studies  indicate  that  calcium 
is  one  of  the  most  frequently  lacking  nutrients  in  the  diets  of 
older  women.5  Although  the  pathogenesis  of  osteoporosis  is 
unclear,  it  is  likely  that  a combination  of  factors  lead  to  bone 
degeneration.  Some  authors  attribute  osteoporosis  to  a lifelong 
deficit  of  calcium  intake  aggravated  by  reduced  physical 
activity  and  estrogen  deficiency  following  menopause.1  During 
the  years  10  to  30,  when  peak  bone  mass  is  developing,  more 
than  two-thirds  of  all  U.S.  females  ingest  less  than  the 
RDA  on  any  given  day;  and  after  age  35,  more  than  75%  of 
U.S.  women  have  calcium  intakes  less  than  the  RDA.  Fully 
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one-fourth  of  all  U.S.  females  of  all  ages  are  found  to 
ingest  less  than  300  milligrams  on  any  given  day.14 

High  protein  intake  (2  to  3 times  the  RDA)  has  also  been 
implicated  because  it  may  cause  excessive  loss  of  urinary 
calcium.  Several  commonly  used  medications,  such  as 
antacids,  corticosteroids,  and  isoniazide,  induce  calcium  loss 
and  thereby  may  contribute  to  development  of  bone  loss.1 
Although  the  RDA  for  calcium  intake  is  800  mg/day,  it 
appears  that  a much  as  1200  mg  of  calcium  is  necessary  to 
maintain  calcium  equilibrium  for  patients  with  osteoporosis. 
Consequently,  proper  food  selection  that  includes  substantial 
amounts  of  dairy  products  is  important  for  adequate  calcium 
nutriture  in  this  group. 

• Iron.  Anemia  is  a major  nutritionally  related  problem 
among  the  elderly.15  Several  studies  have  shown  decreased 
longevity  among  those  who  have  low  hemoglobin  levels  and 
lowered  serum  iron.1'7  The  cause  of  anemia  varies  according 
to  sex,  race  and  socio-economic  background.  Some  anemias 
are  caused  by  medical  complications,  such  as  prolonged 
infection  or  kidney  disease.  However,  the  incidence  of 
anemia  among  elderly  Caucasian  women  may  be  attributed 
partly  to  dietary  iron  deficiency.15  Moreover,  elderly  men  in  a 
controlled  study  were  reported  to  be  in  negative  iron  balance 
when  consuming  the  RDA  level  of  10  mg  of  iron  per  day.16 
Although  more  recent  reports  suggest  that  iron  intake  among 
the  elderly  in  the  U.S.  is  adequate,  very  little  is  known 
regarding  the  bioavailability  of  dietary  iron  in  the  diets  of  the 
elderly.  It  is  important  to  note  that  with  advancing  age,  the 
elderly  consume  markedly  less  dietary  iron  from  meat 
sources  which  provide  readily  available  heme  iron.17 

Thus,  the  efficacy  of  altering  the  diet  of  the  elderly  has 
potential  risks  if  it  involves  markedly  limiting  the  consump- 
tion of  one  of  the  basic  food  groups.  For  example,  older 
persons  who  try  to  alter  food  selections  to  decrease  fat  intake 
may  inadvertently  omit  foods  (e.g.,  meat)  that  may  supply  a 
substantial  portion  of  one  or  more  esential  nutrients.  Some 
groups  of  elderly  may  also  be  at  special  risk  in  regard  to  both 
the  amount  and  bioavailability  of  dietary  iron.  These  include 
some  nursing  home  patients,  those  with  physical  disabilities 
or  who  live  alone.  Food  dislikes  have  also  been  related  to  iron 
deficiency  in  postmenopausal  women.18  19  20 

• Folate  and  Vitamin  Bn.  Recent  analysis  of  folate 
nutrition  in  the  elderly  indicates  that  the  dietary  intake  of 
folate  in  the  free-living  elderly  is  probably  adequate.21 
However,  certain  risk  groups,  such  as  hospitalized  patients, 
the  elderly  poor,  and  lower  socioeconomic  ethnic  minority 
populations  may  be  at  greater  risk  of  deficiency.  A primary 
cause  of  macrocytic  anemia  among  some  black  elderly  may 
be  due  to  low  dietary  folate  intake.14  Another  cause  of  this 
type  of  anemia  among  the  elderly  may  be  low  vitamin  B12. 
Anemia  due  to  vitamin  B12  deficiency  may  also  be  caused  by  a 
lack  of  the  intrinsic  factor  necessary  for  vitamin  B12 
absorption. 

• Zinc.  Studies  of  zinc  status  of  several  elderly  groups 
suggest  that  there  may  be  a borderline  deficiency  of  this 
nutrient  among  elderly  persons.1'15  The  elderly  are  consum- 
ing 8-9  mg  of  zinc  per  day,  compared  to  the  RDA  of  15  mg.10 
Zinc  has  an  important  role  in  healing  wounds,  taste  acuity 
and  immune  function,  three  common  afflictions  for  the 
elderly  person.  Even  though  the  senses  of  taste  and  smell 
decline  with  age,  the  role  of  zinc  in  decreasing  taste  sensitivity 
with  age  has  not  been  determined. 


364 


VoL  75  Núm.  8 


Mary  Bess  Kohrs,  PhD..  R.D. 


• Sodium.  Since  hypertension  is  found  so  frequently 
among  the  elderly,  sodium  and  potassium  are  electrolytes  of 
concern.  Recommended  ranges  of  sodium  provide  an  intake 
of  3-9  gm  salt  per  day.10  The  fact  that  taste  sensitivity  for  salt 
decreases  with  age  complicates  the  selection  of  an  appropriate 
salt  intake  for  the  older  individual.  Sodium  restriction  may 
not  be  a primary  consideration  in  treating  hypertension  or  in 
designing  a nutritious  and  appetizing  diet  for  an  underweight 
individual  with  loss  of  appetite.  Individuals  with  only  a slight 
elevation  in  blood  pressure  probably  do  not  need  to  eat  a low 
sodium  diet. 

• Vitamins  A and  C.  Several  studies  have  found  an  asso- 
ciation between  adequate  intake  of  vitamins  A and  C and 
increased  longevity.6  Currently,  it  is  not  clear  whether  this 
association  is  related  to  better  health  care  or  due  to  the 
vitamins  themselves.  However,  depending  on  the  geographic 
location,  low  serum  vitamins  A and  C have  been  reported  in 
the  elderly.1 2 3 Although  these  levels  have  been  associated  with 
low  dietary  intake,  the  absorption  of  vitamin  A and  other  fat- 
soluble  vitamins  may  also  be  reduced  by  laxatives  (especially 
mineral  oil  preparations)  and  antibiotic  medications. 

Summary 

Nutrition  plays  a role  in  the  treatment  of  three  of  the  most 
prevalent  chronic  conditions  of  the  elderly:  heart  disease, 
hypertension  and  diabetes.  The  efficacy  of  dietary  manipula- 
tions for  these  disease  conditions  in  elderly  persons  has  not 
been  adequately  explored.  Severe  dietary  restrictions  imposed 
for  medical  reasons  (i.e.,  low  sodium  or  fat  diets)  combined 
with  a reduced  appetite  may  precipitate  primary  malnutrition 
in  persons  over  65  years,  which  may  be  more  detrimental  than 
planned  efficacy  derived  from  the  diet  therapy.  Thus, 
considering  the  state  of  the  art,  a less  restrictive  diet  which 
includes  foods  from  all  five  food  groups  (with  consideration 
for  individual  energy  needs)  provides  the  best  guide  for 
nutritional  counseling  of  the  elderly. 
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Nutritional  Anemia* 


James  D.  Cook,  M.D.** 

Nutritional  anemia  may  be  defined  as  a diminished 
concentration  of  circulating  hemoglobin  which  can  be 
corrected  by  increasing  the  intake  of  one  or  more  essential 
hematopoietic  nutrients.  These  include  iron,  folate  and 
vitamin  B12;  some  would  add  protein  to  this  list. 

Nutritional  anemia  occurs  most  commonly  when  heigh- 
tened nutrient  requirements  exceed  dietary  supply  as  in  gro- 
wing children  and  pregnant  women.  Although  nutritional 
anemia  implies  a selective  dietary  deficiency,  excessive 
nutrient  losses  or  increased  metabolic  requirements  are 
often  contributing  factors.  The  term  nutritional  anemia  also 
correctly  implies  that  this  form  of  anemia  could  be  contro- 
lled in  a population  by  fortification  or  supplementation 
programs. 

An  important  consideration  in  defining  the  prevalence  of 
deficiencies  in  iron,  folate  or  vitamin  B12  is  what  degree  of 
nutrient  lack  should  be  regarded  as  a deficiency.  Because  of 
progressive  refinement  in  laboratory  methods,  deficiencies 
can  now  be  reconized  long  before  the  development  of  frank 
anemia. 

In  the  case  of  iron,  the  terms  latent  and  prelatent  iron 
deficiency  anemia  have  been  used  to  refer  to  individuals  with 
absent  iron  stores,  but  without  an  obvious  decrease  in  hemo- 
globin concentration.  Thus,  the  concept  of  nutritional  ane- 
mia is  an  evolving  one  dependent,  in  part,  on  the  degree  of 
laboratory  sophistication. 

Iron 

Over  80%  of  body  iron  resides  in  a functional  compart- 
ment consisting  mainly  of  the  proteins  of  oxygen  storage  and 
transport,  hemoglobin  and  myoglobin.  There  is  an  additio- 
nal compartment  of  storage  iron  located  in  the  liver,  spleen 
and  bone  marrow,  which  is  metabolically  inert  and  serves 
only  to  replenish  losses  from  the  functional  compartment. 

The  level  of  iron  stores  reflects  the  balance  between  iron 
intake  and  iron  loss.  In  this  country,  iron  stores  average 
about  300  mg  in  women  (10%  to  20%  have  absent  stores)  and 
about  1,000  mg  in  men.  By  way  of  comparison,  a pint  of 
blood  contains  250  mg  iron  and  the  iron  “cost”  of  a normal 
pregnancy  is  about  500  mg. 

Because  there  is  no  excretory  mechanism  for  iron,  the 
level  of  body  stores  is  regulated  by  the  intestinal  mucosa. 
Iron  deficiency  results  primarily  from  a diminished  dietary 
intake,  excessive  blood  loss,  or  both.  Normal  men  have  an 
obligatory  iron  loss  averaging  about  1 mg  iron  daily.  Preme- 
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nopausal  women  have  a higher  iron  loss  of  1. 5-2.0  mg  iron 
daily  because  of  menstruation. 

Iron  intake  is  closely  tied  to  caloric  intake,  about  6 
mg/ 1000  calories.  Because  of  their  higher  caloric  intake, 
men  need  to  absorb  only  about  5%  of  dietary  iron  to  meet 
their  iron  requirement,  compared  to  10%  to  15%  in  women. 
Maximum  absorption  in  an  iron-deficient  patient  reaches 
only  about  20%  of  dietary  intake. 

There  are  two  major  fractions  of  dietary  iron:  heme  and 
non-heme  iron.  Heme  iron,  which  is  obtained  from  animal 
food  sources,  is  well  assimilated  regardless  of  the  type  of 
meal.  Although  heme  comprises  only  5%  to  10%  of  dietary 
iron  in  Western  countries,  it  accounts  for  nearly  one-third  of 
assimilated  iron.  The  entire  remaining  fraction  of  dietary 
iron  is  non-heme  iron  which  forms  a common  pool  in  the 
intestinal  tract  and  its  absorption  is  makedly  influenced  by 
the  composition  of  the  meal.  Consumption  of  meat  and 
ascorbic  acid  enhances  absorption  of  non-heme  iron  and 
seems  to  be  the  major  determinant  of  non-heme  iron  availa- 
bility. A variety  of  other  dietary  substances,  including  tea, 
coffee,  bran,  and  egg,  inhibits  iron  absorption,  although  the 
exact  biochemical  determinants  of  iron  availability  have  not 
yet  been  fully  defined. 

In  most  areas  of  the  world,  nutritional  anemia  is  syno- 
nymous with  iron-deficiency  anemia.  I developing  countries, 
several  factors  usually  contribute  to  iron  deficiency,  such  as 
blood  loss  from  parasitic  infection,  protein-calorie  malnutri- 
tion, malabsorption,  infection  and  poor  dietary  quality. 

In  industrialized  nations,  nutritional  iron  deficiency 
occurs  when  physiologic  requirements  exceed  the  capacity  of 
the  gastrointestinal  tract  to  extract  iron  from  the  diet.  The 
full-term  infant  exhausts  his  endowment  of  storage  iron  by  4 
to  6 months  of  age,  due  to  growth.  Since  iron  in  human  milk 
is  highly  available,  iron  deficiency  is  uncommon  in  the 
breast-fed  infant.  The  de  vel  opment  of  iron  deficiency  during 
the  latter  half  of  infancy  can  be  avoided  if  transitional  or 
weaning  foods  are  fortified  with  iron.  In  general,  pregnant 
women  will  develop  iron  deficiency  if  some  form  of  iron 
supplementation  is  not  given  during  pregnancy.  Iron  defi- 
ciency is  also  relatively  common  in  menstruating  women, 
although  it  is  seldom  possible  to  attribute  its  cause  to  a single 
factor.  Contributing  causes  include  a reduced  iron  intake 
because  of  a restrited  caloric  diet,  frequent  pregnancies, 
excessive  menstrual  loss,  blood  donations,  and  unsuspected 
gastrointestinal  blood  loss.  As  in  the  case  of  folate,  iron 
deficiency  is  seldom  due  to  a single  factor. 

Anemia  is  usually  considered  the  most  important  conse- 
quence of  iron  deficiency;  recent  studies  have  shown  that 
even  mild  anemia  is  associated  with  decreased  work  output, 
a finding  that  has  important  socioeconomic  consequences  in 
developing  countries.  Mild  anemia  in  pregnancy  is  associa- 
ted with  an  increased  risk  of  premature  delivery,  low  birth- 
rate and  placental  hypertrophy.  Some  investigators  believe 
that  iron  deficiency  in  children  is  accompanied  by  an  impair- 
ment of  intellectual  performance  and  behavioral  changes.  ‘*5 
Iron  deficiency  also  is  known  to  be  accompanied  by  a 
defect  in  cellular  immunity  and  reduced  bacterial  killing  by 
white  blood  cells.4  "n 

The  exact  prevalence  of  iron  deficiency  in  this  country  is 
unknown  but  it  is  believed  to  be  common.  The  recent  intro- 
duction of  serum  ferritin  measurements  has  provided  a 
powerful  laboratory  tool  for  assessing  iron  status  in  the 
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population.  It  is  important  to  monitor  iron  status  in  a popu- 
lation because  it  is  subject  to  change. 

Iron  balance  can  be  affected  by  many  factors  including: 

• physician  and  consumer  awareness  of  the  problem, 
which  may  increase  the  intake  of  iron  supplements. 

• changes  in  food  fortification  policies. 

• Alteration  in  contraceptive  practices,  whereby  oral 
contraceptives  reduce  menstrual  blood  loss  and  contracep- 
tive devices  increase  loss. 

• the  widespread  use  of  ascorbic  acid  supplements 
which  increase  the  absorption  of  dietary  non-heme  iron. 

Iron  nutriture  in  this  country  also  merits  careful  re- 
examination because  of  recent  evidence  that  the  genetic 
abnormality  leading  to  iron  storage  disease  (idiopathic 
hemochromatosis)  is  much  more  common  than  previously 
assumed.  Recent  studies  suggest  that  about  1 in  20  normal 
individuals  are  heterozygous  for  this  inherited  disorder, 
whereas  perhaps  1:1000  homozygous  individuals  are  sus- 
ceptible to  overt  tissue  damage  and  symptomatic  disease 
from  iron  excess.12  13  It  is  presumed  that  the  age  at  which 
symptoms  appear  is  related  to  the  level  of  iron  intake.14 


Folic  Acid 

The  diet  contains  a large  family  of  compounds  which  are 
referred  to  collectively  as  folates.  The  folate  content  of  an 
average  Western  diet  is  600-700  ug  daily,  over  two-thirds  of 
which  is  in  the  form  of  polyglutamates;  these  compounds  are 
hydrolyzed  to  the  monoglutamate  form  in  the  intestinal 
mucosal  cell.  Folic  acid  (pteroglutamic  acid)  is  a small  mole- 
cular weight  compound  that  comprises  less  than  1%  of  the 
dietary  folates.  Liver,  yeast  and  green  leafy  vegetables  are 
the  major  dietary  sources  of  folate. 

In  a normal  adult,  total  body  folate  averages  about  10  mg 
or  roughly  100  times  the  daily  requirement.  Since  these 
stores  are  sufficient  for  only  3 to  4 months,  folate  deficiency 
can  develop  rapidly  in  face  of  even  a modest  increase  in 
requirement. 

In  the  absence  of  disease,  an  isolated  deficiency  of  folic 
acid  is  uncommon  in  individuals  consuming  a typical  (Wes- 
tern) diet.  In  developing  countries,  where  dietary  folate 
intake  is  often  marginal,  megaloblastic  change  with  or  wi- 
thout anemia  is  seen  most  often  during  pregnancy.  Folate 
supplementation  during  pregnancy  has  largely  eradicated 
this  problem  in  Western  countries.  Premature  infants  have 
folate  requirements  up  to  ten  times  higher  than  adults  on  a 
body  weight  basis.  As  a result,  megaloblastic  anemia  may 
occur  at  4 to  6 weeks  of  age  in  premature  infants  who  are  not 
given  folate  supplements. 

A reduced  dietary  intake  of  folic  acid  may  be  the  sole 
cause  of  deficiency  in  persons  with  markedly  aberrant  die- 
tary habits,  such  as  the  elderly,  the  poor,  alcoholics,  or 
psychiatrically  disturbed  individuals.  However,  megaloblas- 
tic anemia  due  to  folate  deficiency  in  this  country  is  often 
multifactorial.  Contributing  causes  include  anticonvulsant 
therapy,  oral  contraceptives,  intestinal  malabsorption  or 
chronic  hemolytic  anemia.  These  types  of  folate  deficiency 
are  not  strictly  nutritional  and  their  occurrences  are  dimini- 
shing as  physicians  become  more  aware  of  the  importance  of 
prophylactic  supplementation. 


Vitamin  B,2 

Intestinal  absorption  of  vitamin  B12  requires  the  presence 
of  the  intrinsic  factor,  a protein  secreted  by  the  stomach. 
Loss  of  this  gastric  function  leads  to  pernicious  anemia,  by 
far  the  most  common  cause  of  severe  vitamin  B,2  deficiency. 
Population  studies  have  shown  that  vitamin  B12  deficiency  is 
rarely  a cause  of  nutritional  anemia.  Since  the  vitamin  is 
synthesized  exclusively  by  microorganisms,  foods  of  animal 
origin,  including  meat,  fish  and  dairy  products,  are  the  only 
dietary  sources.  Body  stores  in  the  adult  average  2000-3000 
ug  as  compared  to  a daily  requirement  of  only  1-3  ug.  Thus, 
if  absorption  were  to  cease,  stores  can  postpone  the  develop- 
ment of  megaloblastic  anemia  for  years. 

The  highest  prevalence  of  nutritional  vitamin  B)2  defi- 
ciency occurs  in  India  where  millions  of  Hindus  are  deficient 
because  of  vegetarianism.  In  Western  countries,  vitamin  B12 
deficiency  occurs  primarily  in  patients  with  a wide  variety  of 
gastrointestinal  disorders.  Deficiency  due  to  excessive  vita- 
min B12  degradation,  utilization  of  loss  has  not  been  clearly 
established. 

Summary 

Nutritional  anemia  results  from  a deficiency  in  either  iron, 
vitamin  B,2  or  folic  acid,  although  in  most  areas  of  the  world, 
nutritional  anemia  is  synonomous  with  iron  deficiency.  Nutri- 
tional anemia  occurs  most  commonly  at  times  of  heightened 
physiologic  requirements.  It  is  considered  a major  health  pro- 
blem in  developing  countries,  although  it  is  not  a serious 
concern  for  the  general  U.S.  population.  Iron  deficiency  wi- 
thout frank  anemia,  however,  does  affect  some  segments  of 
the  U.S.  population,  such  as  pregnant  and  menstruating 
women  and  children. 
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THE  ARMY  NEEDS 
PHYSICIANS 
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The  Army  Reserve  offers  you  an  excellent 
opportunity  to  serve  your  country  as  a physician  and 
a commissioned  officer  in  the  Army  Reserve  Medical 
Corps.  Your  time  commitment  is  flexible,  so  it  can  fit 
into  your  busy  schedule.  You  will  work  on  medical 
projects  right  in  your  community.  In  return,  you  will 
complement  your  career  by  working  and  consulting 
with  top  physicians  during  monthly  Reserve  meetings 
and  medical  conferences.  You  will  enjoy  the  benefits 
of  officer  status,  including  a nomcon  tributary  retirement 
annuity  when  you  retire  from  the  Army  Reserve, 
as  well  as  funded  continuing  medical  education  pro- 
grams.  A small  investment  of  your  time  is  all  it  takes 
to  make  a valuable  medical  contribution  to  your  com- 
munity  and  country.  For  more  information,  simply 
call  the  number  below. 

ARMY  RESERVE. 
BE  ALL  YOU  CAN  BE. 

MAJ  Gerald  C.  Knoll,  MSC 
HQ,  US  Army  Forces  Command 
Attn:  USAR  AMEDD  Procurement 
Ft.  McPherson,  GA  30330 
(404)  752-2376/3105 


Heriberto  Pagán-Saez,  M.D.* 


This  is  a 33  years  old  female  with  amenorrhea, 
galactorrhea  and  high  prolactin  levels. 


Fig.  1 


* Director,  Dept,  of  Radiological  Sciences 
University  of  Puerto  ico 

Medical  Sciences  Campus  Río  Piedras,  Puerto  Rico 
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Diagnosis 

Pituitary  Adenoma  (Prolactinoma) 


C.T.  Diagnosis 


Discussion 

Reconstruction  studies  in  the  coronal  (Fig.  2)  and 
sagittal  (Fig.  3)  planes  shows  a homogenous  enhancing 
intrasellar  mass  lesion  in  a normal  sized  sella. 

In  our  experience  at  the  Puerto  Rico  Medical  Center  this 
configuration  is  the  most  common  CT  appearance  of 
pituitary  adenomata. 


06965  12JUL83  O 


Fig.  3 
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ELECTROCARDIOGRAM 
OF  THE  MONTH 

Charles  D.  Johnson,  M.D.,  F.A.C.C. 


This  34-year-old  female  presented  with  the  history  of  a 
heart  murmur  since  childhood,  cyanosis  and  clubbing, 
chest  discomfort,  symptoms  and  signs  of  congestive  heart 
failure  and  a cerebral  vascular  accident.  There  were 
prominent  “a”  waves  in  the  neck,  cardiomegaly,  a right 
ventricular  (RV)  heave,  a palpable  pulmonary  artery,  a loud 
single  S2,  harsh  holosystolic  and  grade  I-II  diastolic 
murmurs  at  the  mid  left  sternal  border,  S3  and  S4  gallops.  A 
chest  roentgenogram  showed  combined  ventricular  enlarge- 
ment, a prominent  main  pulmonary  artery,  pulmonary 
vascularity  in  the  upper  limits  of  normal  and  signs  of 
congestive  heart  failure. 


Figure  1 


Charles  D.  Johnson,  MD,  UPR  School  of  Medicine,  Section  of  Cardiology, 
Río  Piedras.  P.R.  00936. 


Questions 

1 . What  are  the  diagnoses  by  electrocardiogram  (ECG)  and 
vectorcardiogram  (VCG)? 

2.  What  are  possible  clinical  diagnoses? 

3.  What  are  the  pathogenesis  and  differential  diagnoses? 


Figure  2 
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Electrocardiogram  of  the  Month 


Answers 


Selected  Reading 


The  clinical  and  cardiac  catheterization  diagnoses  were 
compatible  with  a partial  atrioventricular  (AV)  canal  defect 
(low  atrial  spetal  defect,  ASD,  and  a high  ventricular  septal 
defect,  VSD),  with  pulmonary  hypertension  (almost  systemic 
pressure)  - an  Eisenmenger’s  Syndrome. 

The  ECG  and  VCG  revealed  a QRS  axis  of  -95°,  right 
atrial  enlargement,  left  anterior  hemiblock  (LAH),  in- 
complete right  bundle  branch  block  (RBBB),  RV  enlargement, 
possible  mild  left  ventricular  enlargement  (LVH),  QS 
complexes  in  leads  11,  111  and  aVF,  a superior  mainly 
counterclockwis  (ccw)  QRS  loop  and  superior  initial  vectors 
in  the  right  sagittal  and  frontal  (F)  planes. 


Comments 

A partial  AV  canal  defect  may  comprise  a primum  ASD 
and  a VSD  of  the  AV  canal  type.  It  is  rare  to  infrequent  in 
adults.  The  ECG  shows  a QRS  axis  between  0 and  - 170°, 
most  axes  falling  between  - 30°  and  - 90°.  The  majority  have  a 
first  degree  AV  block  attributed  to  prolongation  of  interno- 
dal conduction  time  in  the  specialized  atrial  intemodal 
pathways.  P wave  changes  of  atrial  enlargement  occur  in 
about  60%  of  cases.  The  initial  vector  is  usually  inferior  and 
rightward,  and  the  QRS  loop  moves  ccw,  superiorly  and 
leftward.  The  F loop  is  usually  above  the  isoelectric  line,  and 
less  often  it  is  a figure  of  8 lying  along  the  horizontal  X axis. 
There  usually  is  a RBBB  delay  of  volume  overload.  With 
mitral  regurgitation,  LVH  may  also  be  present.  Atrial 
fibrillation  has  been  observed.  Pulmonary  hypertension  is 
rare.  The  combination  of  an  ASD  plus  VSD  must  be 
distinguished  (rare). 

The  patterns  are  those  classically  associated  with  AV 
canal  defects,  the  superior  axis  and  new  ccw  loop  (as  LAH) 
are  due  to  a specific  congenital  anomaly  and  distortion  of  the 
left  anterior  fascicular  (LV)  anterolateral-superior  wall. 
Instead  of  dividing,  the  left  bundle  gives  off  multiple 
branches  that  supply  the  LV  inferior  surface.  The  AV  node, 
His  Bundle  and  left  bundle  branch  may  be  displaced 
posteriorly.  The  His  Bundle  and  left  posterior  fascicle  are 
shortened.  The  left  bundle  branch  may  arise  early.  The  left 
anterior  fascicle  is  lengthened  but  hypoplastic,  and  the  right 
bundle  branch  is  longer  than  normal.  The  H-V  interval  is 
short.  Other  congenital  heart  defects  can  produce  a similar 
ECG  and  VCG:  Double  outlet  RV  without  pulmonic  stenosis 
(PS),  Transposition  of  the  great  arteries  with  a large  VSD, 
Corrected  transposition  of  the  great  arteries,  Common 
atrium,  Single  ventricle,  a VSD  of  the  AV  canal  type,  double 
inlet  LV  with  or  without  PS,  Secundum  ASD  (rare  to  6%), 
Hypoplastic  RV  syndrome  with  tricuspid  atresia  (tricuspid 
atresia  with  increased  pulmonary  blood  flow),  Cor  biloculare, 
Noonan’s  syndrome  and  Isolated  congenital  left  axis  devia- 
tion, etc. 

The  QS  complexes  in  leads  11,  111  and  aVF  and  the 
superior  clockwise  - ccw  F VCG  without  any  initial  inferior 
forces,  suggest  an  inferior  infarction  or  scar,  also.  This 
probably  represents  a pseudoinfarction  pattern  secondary  to 
the  anomalous  AV  canal  conduction. 


1.  Adams  FH,  EmmanuouiUde s GC,  Moss  AJ:  Heart  Disease  In  Infants, 
Children,  and  Adolescents,  Baltimore.  Williams  & Wilkins,  1983,  pp 
48,  119,  125,  126,  128-130,  132. 

2.  Espino-Vela  J,  Murad-Netto  S,  Rubio-Alvarez  V:  Differential  diagnosis 
between  persistent  atrioventricular  canal  and  the  combination  of 
atrial  and  ventricular  septal  defects.  Am  J Cardiol  6:  589,  1960. 

3.  Fisher  ML,  Mugmom  MA,  Carliner  NH.  et  al:  Left  anterior  fascicular 
block:  electrocardiographic  criteria  for  its  recognition  in  the  presence 
of  inferior  myocardial  infarction.  Am  J Cardiol  44:  645,  1979. 

4.  Goldberger  AL:  ECG  simulators  of  myocardial  infarction.  Part  1: 
Pathophysiology  and  differential  of  pseudo-infarct  wave  patterns. 
PACE  5:  106,  1982. 

5.  Hynes  JK,  Tajik  AJ,  Seward  JB,  et  al:  Partial  atrioventricular  canal 
defect  in  adults.  Circulation  66:  284,  1982. 

6.  Perloff  JK:  The  Clinical  Recognition  of  Congenital  Heart  Disease. 
Philadelphia.  WB  Saunders,  1978,  pp  357-361. 

7.  Warner  RA,  Hill  NE,  Mookherjee  S,  Smulyan  H:  Electrocardiographic 
criteria  for  the  diagnosis  of  combined  inferior  myocardial  infarction 
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EXERCISE  STUDIES  AFTER  THE  MUSTARD  OPE- 
RATION IN  TRANSPOSITION  OF  THE  GREAT 
ARTERIES.  Mathews  RA,  Fricker  FJ,  Beerman  LB,  et 
al.  Am  J Cardiol  1983;  51:1526-1529. 


UNLABELED  USE  OF  APPROVED  DRUGS.  COMM- 
ITTEE REPORT,  AMERICAN  ACADEMY  OF 
ALLERGY  AND  IMMUNOLOGY.  Sly  R.M.,  J.  Allergy 
Clin  Immunol  71:515-517,  1983. 


La  prueba  de  tolerancia  al  ejercicio  es  de  gran  utilidad  para 
determinar  la  capacidad  funcional  postoperatoria  de  pacien- 
tes con  cardiopatías  congénitas.  El  grupo  de  Cardiología 
Pediátrica  de  la  Escuela  de  Medicina  de  la  Universidad  de 
Pittsburgh  en  Pennsylvania  llevó  a cabo  este  estudio  en  21 
i pacientes  con  transposición  de  los  grandes  vasos  (TGV)  4 a 1 5 
años  (media  de  9)  luego  del  procedimiento  de  Mustard.  Nin- 
l guno  de  los  pacientes  tenía  intolerancia  al  ejercicio  antes  de  la 
prueba  aunque  algunos  tenían  arritmias  asintomáticas  en 
reposo. 

La  tolerancia  al  ejercicio  estuvo  disminuida  en  50%  de 
ellos,  no  hubo  diferencia  significativa  en  la  frecuencia  cardíaca 
ni  la  presión  arterial.  La  mayoría  demostró  arritmias  durante 
el  estudio,  solo  un  28%  de  ellos  mantuvo  un  ritmo  sinusal 
normal  durante  y antes  de  la  prueba.  Las  arritmias  mas  seve- 
ras encontradas  fueron  prematuros  ventriculares  multifocales. 

Algunos  de  los  sobrevivientes  a largo  plazo  de  la  operación 
de  Mustard  pueden  tener  una  dinámica  anormal  durante  el 
ejercicio  a pesar  de  que  estén  asintomáticos  y tengan  una 
tolerancia  al  ejercicio  adecuada.  La  presión  sistólica  arterial, 
frecuencia  cardíaca,  consumo  de  oxígeno  y el  tiempo  máximo 
de  “treadmill”  en  estos  pacientes  están  consistentemente  en 
los  límites  bajos  de  lo  normal  o estadísticamente  más  bajos  de 
lo  normal. 

El  significado  a largo  plazo  de  estas  arritmias  se  desconoce 
pero  uno  de  los  pacientes  estudiados  tuvo  una  muerte  súbita  6 
meses  más  tarde  y se  presume  fue  por  una  arritmia.  Los 
autores  recomiendan  que  tanto  las  pruebas  de  ejercicio  como 
electrocardiogramas  ambulatorios  deben  de  efectuarse  perió- 
dicamente en  estos  pacientes  para  poder  detectar  la  presencia 
de  arritmias  potencialmente  mortales.  Si  estas  arritmias  están 
relacionadas  a una  frecuencia  cardíaca  máxima  disminuida 
durante  el  ejercicio,  o causadas  por  isquemia  verdadera,  dis- 
función del  nodo  sinusal  o una  función  ventricular  derecha 
j disminuida  aún  queda  por  demostrarse. 

Rafael  Villavicencio,  M.D.,  F.A.C.C. 


Medicamentos  que  no  aparecen  rotulados  para  uso  en 
niños  y embarazadas  muchas  veces  son  mas  seguros  y eficaces 
que  otros  ya  aprobados  para  uso  en  estos  grupos.  Por  ejemplo, 
la  prednisona  oral  está  aprobada  para  uso  en  niños  mientras 
que  la  de  uso  tópico  en  aerosol  no  lo  está;  la  aerosolterapia  con 
isoproterenol  o isoetarina  está  aprobada  para  uso  en  niños 
mientras  que  el  albuterol  y el  metaproterenol,  que  son  menos 
tóxicos,  no  lo  están.  Esto  se  debe  a las  normas  de  la  “Food  and 
Drug  Administration”  que  se  hacen  en  el  momento  de  apro- 
bar un  medicamento  inicialmente,  cuando  todavía  hay  poca 
información  sobre  su  uso  pediátrico.  Plantea  el  Dr.  Sly,  quien 
es  Presidente  del  Comité  de  Medicamentos  de  la  Academia 
Americana  de  Alergia  e Inmunología,  que  no  es  ilegal  prescri- 
bir para  un  niño  o una  embarazada  un  medicamento  que  no 
está  aprobado  para  estos  grupos.  Falta  de  aprobación  no 
quiere  decir  desaprobación.  Medicamentos  cuya  eficacia  está 
comprobada  y que  puedan  ser  necesarios  para  los  niños  y 
embarazadas  no  deben  negársele  a estos.  La  “Food  and  Drug 
Administration”  establece  normas  para  regular  la  industria, 
no  para  regir  los  médicos.  Estos  deberán  medir  los  riesgos  en 
relación  con  los  beneficios  y los  estudios  disponibles  y usar  su 
propio  criterio. 

José  E.  Sifontes,  M.D.,  F.A.A.P. 


FRUCTOSE:  INCOMPLETE  INTESTINAL  ABSORP- 
TION IN  HUMANS.  Ravich  W.J.  Bayless  T.M.  and 
Thomas  M.  Gastroeinterology  1983;  84:26-9 

La  fructuosa  se  utiliza  como  un  endulzador  comercial  y se 
encuentra  en  algunas  bebidas  tipo  sodas.  Algunas  personas 
notan  síntomas  abdominales  como  gases,  dolores  y diarreas 
después  de  ingerir  comidas  que  contienen  fructosa  (como 
dátiles,  uvas,  ciruelas  e higos). 
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Resúmenes  de  la  Literatura  Médica 


Los  autores  de  este  reporte  evaluaron  la  absorción  de 
fructosa  en  16  voluntarios  en  buena  salud.  Utilizaron  la 
medida  de  excreción  de  hidrógeno  en  el  aire  espirado  por 
estas  personas  después  de  ingerir  fructosa  por  hora.  Se  encon- 
tró que  6de  16  (37.5%)  malabsorbieron  la  fructosa  despuésde 
una  dosis  de  50  gramos  en  concentración  de  10%.  Cinco  de  6 
voluntarios  desarrollaron  síntomas  abdominales  asociados  a 
la  malabsorción  de  fructosa.  Los  autores  estimaron  que  18  a 
19  onzas  de  algunas  sodas  comerciales  contienen  cantidades 
de  fructosa  suficiente  para  producir  síntomas  en  algunas  per- 
sonas. La  capacidad  de  absorción  de  fructosa  en  el  hombre 
normal  se  encontró  que  es  mucho  menor  a la  absorción  de 
sucrosa. 

Angel  Olazábal,  M.D. 


NARCOTIC  MAINTENANCE  FOR  CHRONIC  PAIN. 
Tennant  F.,  Velmen  G.,  Postgraduate  Medicine  73:  81-94, 
1983. 


The  subject  is  a controversial  one.  Some  authoritities 
believe  that  narcotic  maintenance  for  relief  of  chronic  pain  is 
justified  only  in  instances  of  advanced  malignancy.  Neverthe- 
less, other  physicians  and  authorities  present  some  circums- 
tances in  which  they  believe  such  a program  is  warranted, 
outlining  very  carefully  the  medical  and  legal  precautions  that 
must  be  observed  by  the  physician  responsible  for  treatment. 
Pain  can  be  considered  chronic  when  it  has  been  present  on 
over  half  of  the  days  of  at  least  a 90-day  period.  The  commo- 
nest causes  of  pain  are  either  structural  (like  arthritis,  tumors, 
muscle  nerve  or  bone  degeneration)  or  nonstructural  (like 
headache,  fibrositis,  tics).  Narcotic  maintenance  may  be  nee- 
ded to  relieve  chronic  pain  in  ambulatory  patients  who  fail  to 
respond  to  other  pain  therapies  (like  physical  therapy,  nerve 
stimulation,  infiltrations  and  nerve  blocks,  biofeedback, 
hypnosis,  etc.).  Oral,  long-acting  narcotics  are  preferred,  and 
non-narcotic  pain  therapies  can  be  administered  simulta- 
neously to  reduce  the  narcotic  dosage.  The  medical  condition 
must  be  documented  2nd  is  recommended  that  the  patient  give 
informed  consent,  since  narcotic  maintenance  may  lead  to 
dependence  and  addiction. 

José  R.  Busquéis,  M.D. 


HOW  SPONDYLOSIS  CAN  BE  REPAIRED.  Johnson 
A.  Patient  Care,  1983,  17:  73-79. 


The  etiology  of  spondylosis  is  complex,  observations  indi- 
cates that  the  condition  results  from  an  early  acquired  separa- 
tion of  the  isthmic  bone.  Unlike  a true  fracture,  it  occurs  with 
no  evidence  of  callus  but  with  a typical  overgrowth  of  bone 
and  cartilage,  creating,  in  effect,  a pseudoarthrosis.  Evidence 
suggests  a strong  genetic  component.  Occurs  nearly  twice  as 
often  in  whites  as  in  blacks,  also  in  males  as  in  females.  Low  back 
pain  generally  begins  gradually,  increases  in  intensity  and 


frequency,  and  is  related  to  specific  activities.  Occasionally,  a 
single  traumatic  event  of  repeated  stress  as  trauma  preciptates 
the  low  backache.  Radiography  confirms  the  diagnosis,  but 
routine  myelogram  is  of  little  value  in  spondylosis.  A recently 
refined  procedure  for  treating  spondylosis  involves  decom- 
pressing the  nerve  root  and  fusing  the  affected  vertebral  seg- 
ment to  the  sacrum  below  and  to  the  normal  vertebra  above. 
This  technique,  known  as  isthmic  decompression  and  fusion, 
has  a high  rate  of  success. 

José  R.  Busquets,  M.D. 


ESTUDIOS  ELECTROFISIOLOGICOS  EN  EL  SIN- 
DROME DE  GUILLAIN-BARRE.  McLeod  JG.  Ann 
Neurol  9 (SuppI):  20-27,  1981. 


Este  es  un  recuento  comprensivo  de  los  hallazgos  de  EMG  j 
en  el  síndrome  de  Guillain- Barré.  Se  hicieron  estudios  electro- 
fisiológicos  en  1 14  pacientes  con  este  síndrome  y se  repasó  la 
literatura.  Anormalidades  de  conducción  sensorial  y motora 
estaban  presentes  en  90%  de  los  pacientes.  Debido  a la  distri- 
bución  en  forma  de  parcho  de  las  enfermedades  demilinizan-  ' 
tes,  la  probabilidad  de  detectar  anormalidades  electrofisio- 
lógicas  aumenta  con  el  número  de  nervios  estudiados.  Una  I 
marcada  disminución  de  la  conducción  o una  latencia  motora 
distal  anormalmente  prolongada  consistente  con  demieliniza- 
ción,  se  encontró  en  uno  o más  nervios  en  aproximadamente 
50%  de  los  pacientes.  Anormalidades  de  conducción,  las  cua- 
les no  están  presentes  en  la  fase  inicial  de  la  enfermedad,  se 
pueden  hacer  evidentes  en  el  pico  de  la  incapacidad  o durante 
la  fase  de  recuperación.  La  aplicación  de  estudios  de  ondas  F y 
las  grabaciones  de  potenciales  somato-sensoriales  evocados 
pueden  ayudar  a detectar  demielinización  en  las  raíces  y los 
segmentos  próximos  del  sistema  nervioso  periférico.  No  hay 
correlación  entre  el  grado  de  disminución  de  la  conducción  y 
la  duración  de  la  enfermedad  o su  pronóstico  a largo  plazo. 
Anormalidades  de  conducción  en  el  seguimiento  no  correla- 
cionan con  la  incapacidad  clínica.  Por  otro  lado,  hallazgos 
electromiográficos  de  fibrilaciones  abundantes  y espontáneas 
y otras  evidencias  de  degeneración  axonal  están  asociadas  con 
un  prognóstico  pobre  en  cuanto  a recuperación  completa,  y 
también  con  un  ritmo  de  recuperación  más  lento. 

Manuel  Naredo,  M.D. 
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The  evidence  supported  a finding  that  the  physician  was 
negligent.  The  amount  of  the  award  was  not  excessive,  even 
though  there  was  no  evidence  of  the  child’s  potential  earnings, 
the  court  concluded.  - Jones  v.  Karraker,  440  N.E.  2d  420  (111. 
App.  Ct.,  Sept.  21,  1982;  rehearing  denied,  Oct.  21,  1982) 


PHYSICIAN  LIABLE  FOR  DEATH  OF  BABY 
DUE  TO  NEGLIGENCE  IN  CHILDBIRTH 


SURGERY  PATIENT  SUES 
FOR  DROP  FOOT  INJURY 


A verdict  of  $125,000  for  the  wrongful  death  of  a fetus 
during  delivery  should  be  affirmed,  an  Illinois  appellate  court 
ruled. 

An  18-year-old  unmarried  woman  became  pregnant  in 
January  1978.  During  her  first  visit  to  her  obstetrician,  he 
noted  that  her  pelvic  area  was  below  normal  in  size.  He 
indicated  that  a cesarean  procedure  was  a possibility.  A pelvi- 
metry examination  indicated  that  it  would  be  very  risky  for  a 
baby  to  pass  through  the  birth  canal  in  a normal  fashion. 
Neither  the  glucose  tolerance  test  nor  an  ultrasound  test  was 
used. 

On  November  21,  1978,  almost  four  weeks  past  the  expec- 
ted delivery  date,  the  mother  admitted  herself  to  the  hospital. 
The  baby  was  above  average  in  size.  The  physician  determined 
that  a normal  delivery  would  put  both  mother  and  baby  at 
high  risk.  Nevertheless,  the  physician  did  not  order  fetal  moni- 
toring or  alert  hospital  personnel  to  schedule  a cesarean 
section. 

By  noon  fetal  heart  tones  had  dropped  alarmingly.  The 
baby  was  in  distress,  and  the  mother  was  moved  to  the  delivery 
room.  No  cesarean  section  was  ordered  because  the  physician 
said  that  there  was  insuficient  time  for  the  procedure.  A few 
minutes  later,  a prolapsed  cord  was  noted.  The  baby  was  stuck 
in  the  birth  canal,  and  the  physician  could  not  remove  the 
baby.  The  last  fetal  hearbeat  was  noted  at  12:35  p.m.  In  order 
to  remove  the  dead  baby,  the  baby’s  shoulders  had  to  be 
broken. 

During  the  malpractice  action,  experts  testified  that  if  a 
cesarean  section  had  been  performed  at  noon  a healthy,  nor- 
mal child  would  have  been  born.  They  testified  that  he  failed 
to  adequately  evaluate  the  child  and  failed  to  perform  a cesa- 
rean section.  A jury  returned  a verdict  against  the  physician 
for  $125,000. 

On  appeal,  the  decision  was  affirmed.  The  question  of 
whether  the  father  of  the  illegitimate  child  was  entitled  to 
share  in  the  wrongful  death  award  was  not  before  the  court. 
The  trial  court  properly  rejected  efforts  by  the  physician  to 
admit  evidence  on  the  fact  that  the  mother  was  not  married 
during  her  pregnancy. 


Factual  questions  concerning  the  negligence  of  anassiting 
surgeon  and  nurses  employed  by  a hospital  precluded  sum- 
mary judgment  for  the  hospital,  a New  York  appelate  court 
ruled. 

In  March  1974,  the  patient  was  admitted  to  the  hospital 
and  her  physician  performed  a laminectomy.  He  was  assited  by 
another  physician,  who  was  a hospital  employee.  The  next  day 
her  physician  discovered  that  her  left  foot  had  drop  foot.  Her 
condition  worsened,  and  her  physician  operated  a second  time 
two  days  later. 

The  patient  filed  a malpractie  action  against  the  hospital 
and  her  physician.  She  claimed  that  the  care  she  received  was 
not  in  accord  with  standard  and  accepted  practices  and  that 
the  hospital  failed  to  obtain  her  informed  consent.  The  trial 
court  denied  the  hospital’s  cross-motion  for  summary  judg- 
ment, and  the  hospital  appealed. 

On  appeal,  the  hospital  argued  that  it  was  not  liable  for  the 
negligence  of  a physician  not  employed  by  it.  The  appellate 
court  agreed  but  said  that  the  patient  had  alleged  negligence 
by  hospital  employees.  There  were  unresolved  questions  con- 
cerning any  negligence  on  the  part  of  the  assisting  physician 
and  nurses  who  were  allegedly  negligent  in  failing  to  report  the 
patient’s  worsening  condition. 

The  court  reversed  the  grant  of  summary  judgment  on  the 
negligence  claims  and  granted  jugment  for  the  hospital  on  the 
informed  consent  claim.  - Currier  v.  St.  Peter’s  Hospital,  453 
N.Y.S.  2d  793  (N.Y.  Sup.  Ct.,  App.  Div.,  July  15,  1982). 


SUTURE  IS  FOREIGN  OBJECT  AND  TOLLS 
STATUTE  OF  LIMITATIONS  IN  GEORGIA 


A suture  placed  in  a patient’s  ureter  during  a hysterectomy 
was  a foreign  object  for  the  purposes  of  the  statute  of  limita- 
tions, a Georgia  appellate  court  ruled. 

A physician  performed  the  hysterectomy  in  October  1973. 
The  patient  complained  of  postoperative  left  flank  pain,  low- 
grade  fever,  headaches,  and  nausea,  which  persisted.  In  June 
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1977,  the  physician  referred  the  patient  to  a radiologist,  who 
found  that  the  left  kidney  was  slightly  larger  than  the  right, 
possibly  a normal  variation.  He  suggested  further  radiological 
procedures  if  the  symptoms  warranted,  but  there  was  no  order 
for  or  performance  of  such  procedures. 

In  February  1980,  the  patient  consulted  other  physicians. 
Exploratory  surgery  resulted  in  removal  of  her  left  kidney. 

In  January  1981,  the  patient  sued  the  first  physician  for 
malpractice,  alleging  that  he  had  negligently  placed  and  left  a 
suture  in  the  ureter  leading  to  her  left  kidney  during  the 
hysterectomy.  The  resulting  blockage  necessitated  its  subse- 
quent removal.  The  trial  court  granted  the  physician’s  motion 
for  summary  judgment  based  on  the  statute  of  limitations. 

On  appeal,  the  court  said  that  the  two-year  malpractice 
limitation  would  bar  the  patient’s  malpractice  action.  Howe- 
ver, the  court  found  that  the  facts  of  the  case  were  sufficient  to 
toll  the  limitation.  The  court  said  that  where  a foreign  object 
had  been  left  in  a patient’s  body,  an  action  must  be  brought 
within  a year  after  such  negligence  was  discovered. 

Where  a suture  was  placed  in  an  organ  or  tissue  not 
ordinarily  involved  in  the  surgical  procedure  and  the  physician 
presented  no  evidence  that  the  presence  of  the  suture  was  the 
result  of  proper  medical  procedure,  it  was  a foreign  object 
under  the  statute.  The  court  found  that  the  date  of  the  opera- 
tion to  remove  the  kidney  was  the  date  on  which  it  was 
discovered  and  that  the  granting  of  summary  judgment  was 
error.  The  court  reversed  the  lower  court’s  judgment.  — Ivey 
v.  Scoggins.  295  S.E.  2d  164  (Ga.  Ct.  of  App.,  Sept.  14, 1982). 


SUIT  FOR  INFANT’S  CEREBRAL  PALSY  BARRED 

An  infant  patient’s  malpractice  action  for  cerebral  palsy 
allegedly  caused  by  negligence  during  his  birth  was  barred  by 
the  statute  of  limitations,  a Pennsylvania  appellate  court 
ruled. 

The  patient  was  born  on  December  5,  1975,  suffering  from 
cerebral  palsy  and  other  injuries  to  his  central  and  peripheral 
nervous  systems.  His  parents  filed  suit  against  the  attending 
physician  and  hospital  on  November  16,  1977.  They  later 
obtained  new  counsel  who  filed  separate  complaints  against 
the  physician  on  August  29,  1978.  The  complaint  against  the 
hospital  sought  damages  for  the  parents  and  on  behalf  of  their 
son.  On  motions  for  summary  judgment,  the  trial  court  held 
that  their  claim  on  behalf  of  the  patient  was  barred  by  the 
statute  of  limitations. 

Applying  the  discovery  rule,  the  appellate  court  said  that 
the  negligence  and  malpractice  claims  filed  on  behalf  of  the 
patient  were  barred.  They  were  not  filed  within  two  years  of 
the  date  of  discovery  of  the  injury.  The  1977  action  filed  by  the 
parents  for  damages  they  suffered  did  not  name  the  patient  as 
a party  so  his  action  would  relate  back  to  that  time.  The 
parents’  action  was  timely  filed,  but  the  patient’s  was  not,  the 
court  concluded.  — Stein  v.  Richardson,  448  A.  2d  558  (Pa. 
Super.  Ct.,  July  16,  1982). 

NO  AWARD  TO  PARENTS  FOR  MENTAL 
INJURIES  AFTER  CHILD’S  DEATH 

In  order  to  recover  for  mental  injuries  arising  from  the 
death  of  a child,  parents  had  to  prove  that  a physical  illness  or 
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injury  accompanied  or  was  produced  by  the  mental  injuries,  a 
Texas  appellate  court  ruled. 

The  parents  called  their  pediatrician  when  their  child 
became  ill  during  the  evening.  A pediatrician  who  was  taking 
calls  for  their  physician  advised  them  to  give  the  child  aspirin 
and  Tylenol  and  bring  her  into  the  office  in  the  morning. 

When  the  child’s  condition  continued  to  worsen,  the  father 
called  the  pediatrician  who  was  “on  call”  at  1:00  a.m.,  descri- 
bing the  symptoms  as  difficulty  in  breathing,  high  tempera- 
ture, and  irregular  hearbeat.  The  pediatrician  repeated  his 
previous  recommendations.  The  child’s  condition  deteriora- 
ted rapidly,  and  the  parents  took  her  to  the  hospital,  where  she 
died  at  2:30  a.m. 

In  a wrongful  death  suit  against  the  pediatrician,  the 
parents  sought  to  prove  that  he  failed  to  act  as  a reasonable 
and  prudent  physician  and  that  such  failure  was  the  proximate 
cause  of  the  child’s  death.  They  sought  damages  for  the  child’s 
conscious  pain  and  suffering,  the  contributions  that  the  child 
would  have  made  to  them,  and  medical  and  funeral  expenses. 
They  also  sought  damages  for  the  mental  injury  caused  to  them 
by  the  pediatrician’s  alleged  negligence. 

The  jury  found  that  the  pediatrician  was  negligent  in  fai- 
ling to  give  proper  medical  advice  and  information,  in  giving 
improper  advice,  and  in  failing  to  give  proper  treatment.  They 
refused  to  find  that  his  negligence  was  the  proximate  cause  of 
the  child’s  death.  The  jury  also  found  that  the  parents  suffered 
mental  injury  because  of  the  pediatrician’s  negligence  and 
awarded  $74,000  for  such  injury.  The  court  rendered  a judg- 
ment that  the  parents  take  nothing. 

On  appeal,  the  court  said  that  a surviving  parent  in  a 
wrongful  death  suit  cannot  recover  damages  for  mental 
anguish,  grief,  bereavement,  or  loss  of  companionship  caused 
by  the  death  of  a child.  However,  the  parents  contended  that 
they  had  a cause  of  action  against  the  pediatrician  for  mental 
injuries  independent  of  the  death  action. 

The  court  said  that  in  order  to  recover  for  mental  injuries, 
the  parents  must  prove  that  a physical  illness  or  injury  accom- 
panied or  was  produced  by  the  mental  injury,  except  in  cases 
of  intentional  wrongdoing  or  gross  negligence.  The  court  said 
that  where  the  parents  did  not  plead  or  request  and  obtain  a 
jury  finding  of  physical  illness  or  injury  accompanying  their 
mental  injuries,  they  had  to  demonstrate  on  appeal  that  such 
injury  was  shown  by  the  evidence.  They  did  not  do  this,  and 
the  court  affirmed  the  lower  court’s  judgment.  — Washam  v. 
Hughes,  638  S.W.  2d  646  (Tex.  Ct.  of  App.,  Sept.  1,  1982; 
rehearing  denied,  Sept.  22,  1982). 


NEW  TRIAL  FOR  PATIENT  WHO 
CLAIMED  SEXUAL  ASSAULT  IN  HOSPITAL 


A patient  was  entitled  to  a new  trial  of  a negligence  action 
against  a hospital  to  recover  damages  for  an  alleged  sexual 
assault  committed  by  a hospital  employee,  the  Texas  Supreme 
Court  ruled. 

In  the  early  morning  hours  of  December  23,  1975,  the 
employee,  a maintenance  man,  entered  the  room  of  the 
patient,  who  was  recovering  from  a hysterectomy.  On  the 
pretense  of  being  a physician,  he  told  her  that  he  was  there  to 
examine  her.  When  he  penetrated  her  vagina  with  his  finger, 
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she  turned  on  a light  and  screamed  for  help.  She  and  her 
husband  filed  suit  against  the  hospital  for  negligence  in  hiring 
the  employee. 

A jury  returned  a verdict  for  the  hospital  after  the  trial 
court  directed  a verdict  against  the  husband  on  his  loss  of 
consortium  claim.  An  appellate  court  remanded  the  case  for  a 
new  trial  on  the  ground  that  the  trial  court  erred  in  instructing 
the  jury  on  the  question  os  sole  proximate  cause.  The  jury  had 
found  that  the  hospital  was  negligent  in  failing  to  screen  the 
employee  before  hiring,  but  that  the  negligence  was  not  a 
proximate  cause  of  the  patient’s  injury. 

On  further  appeal,  the  Supreme  Court  said  that  the  appe- 
llate court  should  have  ruled  on  other  issues  presented  to  it.  The 
high  court  remanded  the  case  to  the  appellate  court  for  deter- 
mination of  the  issues  in  accordance  with  the  court’s  procedu- 
ral rules.  — Hotel  Dieu  Hospital  v.  Huerta,  639  S.W.  2d  462 
(Tex.  Sup.  Ct.  July  21,  1982). 


ESTATE  SUES  FOR  DEATH 
OF  TRANSPORTED  PATIENT 


A claim  against  a patient’s  attorneys  for  negligence  in 
transporting  the  quadriplegic  patient  across  the  country  to 
testify  at  a trial  should  be  dismissed,  a federal  trial  court  in 
Pennsylvania  ruled. 

The  patient  suffered  the  injuries  rendering  him  a quadriple- 
gic in  an  accident  on  August  4,  1975,  when  the  tractor-trailer 
he  was  driving  failed  to  negotiate  a turn.  He  was  treated  in 
VA  hospitals  until  December  16,  1977,  when  he  transferred  to 
a private  nursing  home  in  Albuquerque,  New  Mexico.  His 
attorneys  filed  a negligence  suit  and  requested  that  the  patient 
be  transferred  to  Philadelphia  to  testify  at  the  trial. 

He  was  transferred  by  a private  air  ambulance  service  in  a 
15-hour  flight  during  which  he  allegedly  received  inadequate 
care.  He  was  ill  when  he  arrived,  and  his  condition  deteriorated 
until  his  death  three  weeks  later.  Because  of  his  illness,  he 
could  not  testify  at  the  trial  and  his  claim  was  settled  for 
$400,000. 

The  patient’s  estate  then  filed  suit  against  the  government 
for  alleged  malpractice  by  a VA  hospital  that  led  to  the 
patient’s  death.  Besides  damages  for  his  death,  the  estate 
claimed  that  he  would  have  obtained  a larger  verdict  in  his 
negligence  action  if  he  had  been  able  to  testify. 

The  government  counterclaimed  against  the  patient’s 
attorneys  on  two  theories:  (1)  they  negligent^  decided  to 
tranport  him  even  though  his  condition  was  precarious  and 
they  negligently  provided  for  this  care  en  route,  and  (2)  they 
were  negligent  in  not  preserving  the  patient’s  testimony  for 
trial,  thus  contributing  to  the  lower  settlement. 

Granting  the  attorney’s  motion  for  summary  judgment  on 
the  claim  against  them,  the  trial  court  said  that  they  acted 
properly  in  relying  on  the  advice  of  the  patient’s  treating 
physician  that  it  would  be  safe  to  transport  him.  Any  negligent 
acts  by  the  attorneys  and  the  government  were  separate  acts, 
the  court  said.  The  government’s  claim  against  the  attorneys 
could  not  be  asserted  as  a third-party  claim,  the  court  conclu- 
ded. — Tesch  v.  U.S.,  546  F.  Supp.  526  (D.C.,  Pa.,  Sept.  9, 
1982). 


SUIT  BY  SERVICEMAN  WHO  WAS 
GIVEN  LSD  BARRED 


A former  serviceman  failed  to  prove  that  his  injuries  were 
caused  by  his  ingestion  of  LSD  as  part  of  an  Army  experiment, 
a federal  appellate  court  ruled. 

The  serviceman  dropped  out  of  high  school  and  joined  the 
Army  in  1955  at  the  age  of  17.  In  1957,  he  volunteered  to 
participate  in  a series  of  chemical  warfare  experiments.  On 
three  occasions  he  was  given  un  unidentified  clear,  odorless 
substance  to  drink.  The  Army’s  records  do  not  indicate  whet- 
her the  substance  was  LSD  or  a harmless  control. 

In  1961,  he  created  a disturbance  in  a cafe.  An  Army 
physician  diagnosed  his  condition  as  a passive-aggessive  reac- 
tion manifested  by  episodes  of  antisocial  behavior.  He  was 
given  a general  discharge  a few  months  later.  In  1976,  he 
applied  for  veterans  disability  benefits.  He  claimed  he  suffered 
from  a “nervous  condition,  stomach  condition  and  a dental 
condition...  which  are  the  result  of  a drug  experiment  I partici- 
patd  in...  ” the  VA  awarded  him  a 50  per  cent  disability 
compensation. 

He  then  filed  a claim  under  the  Federal  Tort  Claims  Act 
for  $2  million  in  damages.  He  claimed  negligence  in  failing  to 
notify  him  that  he  had  taken  LSD  and  failing  to  provide  him 
with  postdischarge  medical  care.  His  claim  was  denied,  and  he 
filed  suit.  A trial  court  ruled  that  the  claim  was  barred  by  the 
statute  of  limitations  and  that  he  had  failed  to  prove 
causation. 

On  appeal,  the  appellate  court  affirmed  the  decision.  The 
court  agreed  that  the  serviceman  had  failed  to  establish  a 
causal  connection  between  the  government’s  alleged  negli- 
gence and  his  injuries.  The  government  presented  expert  testi- 
mony by  two  psychiatrists.  They  agreed  that  LSD  could  not 
possibly  have  caused  his  problem.  His  “flashbacks”  did  not 
resemble  LSD  flashbacks  and  his  posttraumatic  distress  disor- 
der was  not  an  LSD  effect,  they  said.  — Sweet  U.S.,  687  F 2d 
246  (C.A.  8,  S.D.,  Aug.  26,  1982). 


THYROIDECTOMY  PATIENT  LOSES 
MALPRACTICE  SUIT 


A physician  was  entitled  to  summary  judgment  on  a claim 
that  he  negligently  performed  a subtotal  thyroidectomy,  a 
Michigan  appellate  court  ruled. 

A patient  filed  suit  against  the  physician  on  grounds  of 
lack  of  informed  consent  and  negligence  in  performing  the 
thyroidectomy  allegedly  resulting  in  severe  and  permanent 
damage  to  her  throat  and  vocal  cords.  Prior  to  trial,  the 
patient’s  attorney  indicated  that  he  did  not  intend  to  proceed 
with  the  charge  of  negligent  performance  of  the  operation. 
During  the  trial,  the  physician  objected  to  an  attempt  to 
introduce  evidence  on  negligence  during  surgery.  The  trial 
court  granted  summary  judgment  in  his  favor,  and  the  patient 
appealed.  A jury  later  returned  a verdict  in  favor  of  the  physi- 
cian on  the  informed  consent  charge. 

Affirming  the  summary  judgment  decision,  the  appellate 
court  said  the  judgment  was  proper.  The  patient’s  complaint 
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on  the  negligent  performance  charge  was  deficient  because  it 
did  not  state  the  specific  nature  of  the  physician’s  alleged 
negligence.  The  court  said  that  is  could  properly  have  been 
dismissed.  — Hill  v.  Freeman,  324  N.W.  2d  504  (Mich.  Ct.  of 
App.,  July  13,  1982). 


COURT  HAS  POWER  TO  OKAY 
STERILIZATION  OF  WARD 


A trial  court  had  the  power  to  authorize  a guardian  to 
consent  to  the  sterilization  of  an  incompetent  ward,  but  the 
evidence  was  insufficient  to  justify  the  trial  court’s  decision 
granting  permission,  a Pennsylvania  appellate  court  ruled. 

The  trial  court  granted  a father’s  request  to  declare  his 
daughter  an  incompetent  and  appoint  him  guardian  to  con- 
sent to  a tubal  ligation.  She  was  25  years  old,  had  an  IQ  of  33, 
and  had  given  birth  to  an  illegitimate  child  two  years  earlier. 
On  appeal,  the  issues  were  whether  the  trial  court  had  the 
power  to  authorize  a guardian  to  consent  to  the  sterilization  of 
an  incompetent  and  whether  the  evidence  had  justified  the 
trial  court’s  decision. 

Determining  that  the  trial  court  had  inherent  power  to 
authorize  sterilization  of  an  incompetent,  the  appellate  court 
said  that  the  evidence  did  not  support  the  court’s  decision. 
Because  of  the  permanent  termination  of  the  right  of  procrea- 
tion, the  appellate  court  said  that  the  trial  court  must  take  the 
greatest  care  to  jealously  guard  the  incompetent’s  rights. 

The  court  set  out  minimum  guidelines  for  appointment  of 
a guardian,  conducting  a hearing,  and  determining  that  the 
incompetent  lacks  capacity  to  make  a decision  on  sterilization 
and  that  in  fact  he  or  she  is  capable  of  reproduction.  The  court 
said  the  record  was  deficient  on  the  critical  issue  of  the  best 
interest  of  the  incompetent. 

Remanding  the  case,  the  appellate  court  directed  the  trial 
court  to  develop  a more  comprehensive  record  on  the  issues. 
— In  the  Matter  ofTewri/liger,  450  A.  2d  1374 (Pa.  Super.  Ct., 
Sept.  24,  1982).  ' 


U.S.  NOT  LIABLE  FOR 
CLAIMS  AFTER  FLU  SHOTS 


Three  patients  who  suffered  Guillain-Barre  Syndrome 
more  than  ten  weeks  after  swine  flu  vaccinations  failed  to 
prove  causation  between  their  neurological  disorders  and  the 
vaccinations,  a federal  trial  court  in  California  ruled. 

The  patients  suffered  the  onset  of  GBS  from  12  1/2  to  13 
1/2  weeks  after  vaccination.  The  government  admitted  causa- 
tion in  cases  where  the  onset  of  symptoms  was  less  than  ten 
weeks.  The  government’s  position  was  based  on  the  results  of 
a surveillance  program  undertaken  by  the  Center  for  Disease 
Control. 

Challenging  the  results  of  the  survey,  the  patients  presen- 
ted statistical  evidence  to  attempt  to  prove  that  their  neurologi- 
cal disorders  were  caused  by  the  swine  flu  vaccines.  The  court 
said  that  the  incidence  of  GBS  for  late  onset  patients  was  so 


close  to  the  baseline  rate  for  unvaccinated  patients  that  the 
statistical  evidence  did  not  establish  a probability  of  cause  and 
effect  relationship. 

The  court  entered  judgment  for  the  government.  — Cook 
v.  U.S.,  545  F.  Supp.  306  (D.C.,  Cal.,  Aug.  5,  1982). 


$181,065  AWARDED  TO  PATIENT  WITH 
GUILLAIN-BARRE  SYNDROME 


A patient  who  contracted  Guillain-Barre  Syndrome  after  a 
swine  flu  vaccination  and  her  husband  were  entitled  to 
$181,065.80  in  damages,  a federal  trial  court  in  West  Virginia 
ruled. 

The  30-year-old  patient  was  immunized  under  the  swine 
flu  program  on  October  22,  1976.  The  onset  of  her  symptoms 
was  approximately  February  1,  1977,  about  14  weeks  after 
administration  of  the  vaccine.  The  government  contended 
that  her  GBS  was  caused  by  an  unknown  etiology  or  antece- 
dent viral  illness.  The  trial  court  said  that  the  apparent  acute 
upper  respiratory  infection  was  in  fact  a misdiagnosis  of  the 
symptoms  of  GBS. 

The  government  also  relied  heavily  on  its  epidemiologists 
to  show  that  there  was  no  causative  link  between  the  swine  flu 
vaccine  and  the  onset  of  GBS  more  than  ten  weeks  later. 

Rejecting  the  government’s  arguments,  the  court  found  by 
a preponderance  of  the  evidence  that  the  swine  flu  vaccine  was 
the  cause  of  her  GBS.  She  was  entitled  to  $21,065.80  in  medi- 
cal expenses  and  $5,000  for  a permanent  scar  from  a tracheos- 
tomy, her  only  permanent  physical  injury. 

The  court  denied  her  recovery  for  future  mental  anguish 
on  the  ground  that  she  had  failed  to  prove  that  her  increased 
nervousness  was  caused  by  GBS.  The  court  awarded  her 
$150,000  for  physical  pain  and  suffering  and  awarded  her 
husband  $ 10,000  for  loss  of  consortium  from  February  1 , 1977 
until  her  recovery  in  the  early  fall  of  1977.  — Sulesky  v.  U.S., 
545  F.  Supp.  426  (D.C.,  W.  Va„  Aug.  12,  1982). 


PHYSICIAN’S  SUIT  FOR  DISABILITY 
INSURANCE  DECIDED  BY  COURT 


A physician  was  entitled  to  $800  per  month  in  disability 
insurance  payments  for  disability  caused  by  radiodermatitis, 
an  Indiana,  appellate  court  ruled. 

The  physician,  a general  practitioner  applied  for  an  occu- 
pational disability  policy  in  1966.  He  was  accepted  under  a 
policy  providing  for  monthly  benefits  of  $800  in  the  event  of 
disability.  In  February  1967,  his  hands  became  excessively  dry 
and  the  skin  began  to  crack.  A dermatologist  diagnosed  the 
condition  as  radiodermatitis  from  excessive  exposure  to  X- 
rays.  He  immediately  ceased  all  work  with  X-rays,  but  the 
effects  were  irreversible.  In  1969,  an  ulcer  developed  on  the 
back  of  his  hand.  Medication  healed  the  ulcer  but  substantial 
scar  tissue  remained. 

In  August  1970,  and  again  in  February  1972,  the  insurance 
company  offered  increased  benefits.  Both  times  the  physician 
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elected  the  increased  coverage  and  notified  the  insurance  com- 
pany of  his  radiodermatitis.  The  company  responded  with  a 
policy  excluding  from  the  increased  benefits  coverage  of  disabi- 
lity caused  by  the  skin  disorder. 

Two  fingers  on  his  right  hand  had  to  be  amputated  in 
September  1972.  He  received  benefits  of  $800  per  month  while 
he  was  not  practicing.  He  closed  his  practice  in  December 
1973,  and  was  employed  as  a staff  physician  at  a VA  hospital 
in  January  1974.  His  duties  included  treatment,  examination, 
and  diagnosis  of  patients,  although  he  could  not  tolerate  the 
scrubbing  and  cleansing  process  required  for  sterile  procedu- 
res. He  took  a sick  leave  in  the  Summer  of  1978. 

In  April  1977,  he  filed  suit  against  the  insurance  company 
for  breach  of  contact  for  failure  to  pay  the  disability  benefits  to 
which  he  was  entitled.  A trial  court  awarded  him  $1,200  a 
month  as  long  as  he  was  disabled  and  denied  punitive 
damages. 

On  appeal,  the  decision  was  modified  and  affirmed.  The 
provisions  of  the  later  policies  excluding  increased  coverage 
for  disabilities  caused  by  the  skin  disorder  were  applicable,  the 
court  said.  Hence  $800  was  the  proper  amount  of  each  monthy 
payment.  The  court  said  that  even  though  the  physician  was 
able  to  practice  medicine  in  some  capacity,  he  was  disabled 
under  the  policy  because  he  was  unable  to  practice  as  a general 
practitioner.  The  court  said  he  was  also  entitled  to  prejudg- 
ment interest  on  his  judgment  and  remanded  that  issue  for  a 
calculation  by  the  trial  court.  — Continental  Casualty  Com- 
pany v.  Novy,  437  N.E.  2d  1388  (Ind.  Ct.  of  App.,  June  29, 
1982. 


U.S.  LIABLE  FOR  SWINE  FLU 
SHOT  PATIENTS  STROKE 


The  govenment  was  liable  to  a patient  who  suffered  a 
stroke  shortly  after  receiving  a swine  flu  inoculation,  a federal 
appellate  court  in  Pennsylvania  ruled.  The  71 -year-old  patient 
was  being  treated  fora  rapid  pulse  and  high  blood  pressure.  He 
had  suffered  two  minor  strokes  but  had  recovered.  On  the 
advice  of  his  physician  he  went  to  a county  clinic  for  swine  flu 
inoculation.  The  evening  after  he  received  the  vaccine,  he 
suffered  a severe  stroke.  A trial  court  found  the  government 
negligent  in  not  taking  a medical  history  from  him  and  awar- 
ded him  $219,858.62  in  damages.  The  appellate  court  affirmed 
the  decision.  Expert  testimony  was  sufficient  to  establish  that 
the  required  degree  of  care  was  not  provided  and  that  the 
inoculation  caused  the  patient’s  stroke,  the  court  concluded. 
—Titchnell  v.  U.S.,  681  F.2d  165  (C.A.3,  Pa.,  May  28,  1982). 


MAXIMA  EXPRESION  EN  PRESTIGIO  Y EFICIENCIA. 


Para  el  conductor  exigente  de  hoy... 
un  BMW  representa  la  máxima 
expresión  en  prestigio  y eficiencia. 

Para  el  consumidor  más  exigente  - para 
aquél  que  quiere  invertir  concienzuda- 
mente - para  aquél  que  desea  ser  parte 
integral  de  una  máquina  en  movi- 
miento - la  tecnología  automotriz 
pone  a su  disposición  el  BMW. 

Un  sistema  de  suspensión  único  hace 
al  conductor  de  un  BMW  "sentir"  la 


estabilidad  máxima...  y en  cuanto  a 
proteger  su  inversión,  qué  tal  si  le 
afirmamos  que  estos  automóviles 
retuvieron  77.9°/o  de  su  precio 
original  durante  los  últimos  cinco  años 
de  acuerdo  a la  edición  de  octubre  del 
"NADA  Used-Car  Guide  1980". 

Si  todo  esto  le  intriga...  le  invitamos 
a comprobarlo  visitándonos  en 
Caribe  BMW,  importadores  y repre- 


sentantes exclusivos  para  Puerto  Rico 

de  piezas  y automóviles  directamente 
de  la  fábrica  BMW  AG 

Munich,  Alemania. 


Caribe  BMW  Inc. 

Prestigio  y Eficiencia 

Ave.  Chardón,  Hato  Rey  — 754-1850 
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AIDS  LINKED  TO  CANCER  VIRUS 


In  a series  of  four  articles  appearing  in  the  May  20  issue  of 
Science  magazine,  researchers  have  linked  the  human  T-cell 
leukemia  viruses  to  some  patients  with  AIDS.  Headed  by 
Harvard  scientist  Max  Essex,  the  team  of  researchers,  working 
with  CDC  scientists,  found  that  tested  blood  samples  from  75 
AIDS  patients  revealed  antibodies  in  25  percent  of  the  cases 
and  weaker  signals  in  another  10  percent,  with  half  of  the 
tested  cases  testing  negative.  In  a control  group  without 
AIDS,  there  were  antibodies  in  only  about  1 percent,  with  one 
patient  being  a friend  of  an  AIDS  victim. 

In  a separate  report,  Edward  P.  Gelmann,  MD,  of  the 
National  Cancer  Institute,  and  his  colleagues,  found  the  viral 
genome  of  HTLV  in  blood  lymphocyte  DNA  in  two  of  33 
AIDS  patients. 

As  far  as  can  be  determined,  T-cell  leukemia  virus 
infections  are  rare  in  the  United  States,  occurring  in  less  than 
one  percent  of  Americans.  Terming  the  detection  the  strongest 
clue  yet  to  the  cause  of  AIDS,  researchers  state  they  are  not 
certain  whether  the  virus  causes  the  disease  or  simply  affects 
patients  after  they  become  ill  with  AIDS. 

AIDS  UPDATE 

CDC  PANEL  EXAMINES  AIDS  CASES 

A panel  appointed  by  the  Centers  for  Disease  Control 
met  in  Atlanta  to  review  transfusion-related  AIDS  cases. 
Panel  members  were  Joseph  R.  Bove,  MD,  of  Yale-New 
Haven  Hospital  and  chairman  of  the  AABB’s  Trans- 
fusion-Transmitted Diseases  Committee;  Lewellys  Barker, 
MD,  vice  president.  American  Red  Cross  Health  Services; 
Leon  W.  Hoyer,  MD,  chairman,  Medical  and  Scientific 
Advisory  Committee,  National  Hemophilia  Foundation; 
George  Grady,  MD,  director,  State  Laboratory  Institute, 
Massachusetts  Department  of  Health;  and  Martin  S. 
Hirsch,  MD,  associate  professor  of  medicine,  Harvard 


Medical  School.  Dennis  M.  Donohue,  MD,  director,  Division 
of  Blood  and  Blood  Products,  Office  of  Biologies,  and  Amoz 
Chernoff,  MD,  Director  of  Blood  Diseases  and  Resource, 
National  heart,  Lung  and  Blood  Institute,  were  invited  as 
observers. 

James  W.  Curran,  MD,  MPH,  stated  the  group  was  asked 
to  review  available  data  on  suspected  transfusion-related 
AIDS  cases  now  under  investigation,  and  advise  CDC  on 
procedures  for  validation,  donor  followup  and  criteria  for 
defining  cases.  At  press  time,  no  specific  information  on  the 
panel’s  deliberations  was  available.  CDC  is  contemplating  the 
appropriate  vehicle  for  dissemination  of  information  on  the 
possible  transfusion-related  cases  it  has  accumulated  to  date. 


ABC  HEARS  AIDS  BRIEFING 


Kenneth  Sell,  MD,  of  the  National  Institute  of  Allergy  and 
Infectious  Diseases,  speaking  at  an  American  Blood  Commis- 
sion board  of  directors’  meeting  last  May  outlined  the 
ongoing  research  being  conducted  by  various  groups  in  search 
for  the  unknown  agent  that  causes  AIDS.  Highlighting  the 
evidence  of  possible  transmission  by  transfusion,  Sell  empha- 
sized that  although  there  were  a number  of  possible 
transfusion-related  cases  under  consideration,  the  newborn  in 
San  Francisco  continues  to  be  the  only  case  in  which  there  is 
an  AIDS  patient  and  an  AIDS  donor,  and  “even  that  case  is 
suspect”. 

Sell  stated  that  “it  seems  incredible”,  given  the  number  of 
gay  donors,  that  there  are  so  few  transfusion-related  cases, 
and  that  in  a significant  number  of  cases  where  AIDS  patients 
have  given  blood,  the  recipients  have  not  acquired  the  disease. 
Additionally,  Sell  reported  that  not  a single  medical  or 
laboratory  worker  had  developed  AIDS,  in  spite  of  dozens  of 
inadvertent  needle  sticks  after  drawing  blood  from  AIDS 
patients. 

Although  the  presence  of  AIDS  in  approximately  150  drug 
abusers  suggests  a blood-borne  disease,  Sell  reported  that 
these  cases  occurred  almost  exclusively  in  New  York  City  and 
that  IV  drug  abusers  in  San  Francisco  don’t  appear  to  have  the 
disease.  Sell  stated  that  there  is  a dramatic  difference  in 
incidence  of  the  disease  among  the  homosexual  population 
with  multiple  sexual  partners  (often  referred  to  as  “fast-lane 
gays”)  with  approximately  one  in  1000-1500  gays  in  the 
general  homosexual  population  contracting  the  disease 
compared  to  an  incidence  of  one  in  150  for  “fast-lane”  gays. 


AIDS  BIBLIOGRAPHIES  AVAILABLE 


A comprehensive  bibliography  on  AIDS  is  now  available 
from  the  Kaposi’s  sarcoma  Research  and  Education  Founda- 
tion. Included  are  listing  from  American,  Canadian,  and 
British  medical  and  research  journals  addressing  the  recent 
outbreak  of  acquired  immune  deficiency  syndrome,  Kaposi’s 
sarcoma,  Pneumoncystis  pneumonia,  and  other  associated 
opportunistic  infections.  For  a copy  of  the  bibliography  or  for 
further  information,  please  contact:  Rick  Crane,  Kaposi’s 
Sarcoma  Research  and  Education  Foundation,  PO  Box 
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14227,  San  Francisco,  CA  941 14,  (415)  864^4376. 

A bibliography  listing  all  known  papers  on  AIDS  and 
Kaposi’s  sarcoma  published  during  the  last  five  years  is 
available  from:  AIDS  Bibliography,  National  Institute  of 
Allergy  and  Infectious  Disease,  9000  Rockville  Pike,  Building 
5,  Room  135,  Bethesda,  MD  20205. 


AUTOPLEX  LOT  RECALLED  AFTER 
DONOR  DEVELOPS  AIDS  SYMPTOMS 


Hyland  Therapeutics  Division  of  Travenol  Laboratories, 
Inc.,  recently  recalled  a lot  of  AUTOPLEX.  The  recall  came 
after  Hyland  became  aware  that  a pheresis  donor  contributing 
to  the  lot  developed  some  of  the  symptoms  of  AIDS,  — 
including  lymphadenopathy,  and  the  examining  physician 
notified  Hyland. 

Commenting  on  the  recall,  the  May  1 1 issue  of  Hemophilia 
Newsnotes  states:  “The  recent  event  emphasizes  the  need  for 
careful  screening  of  donors  and  the  maintenance  of  careful 
medical  records.” 


REPORTING  OF  AIDS  TO  THE  CDC 


Assistant  Secretary  of  Health,  Edward  N.  Brandt,  Jr,  MD, 
announced  at  a May,  1983,  news  conference  that  the 
Conference  of  State  and  Territorial  Epidemiologists  who  met 
at  CDC  in  early  May  passed  a resolution  that  AIDS  should 
become  a notifiable  disease  in  all  States  and  acted  to  improve 
reporting  and  surveillance  procedures  for  AIDS.  Brandt 
urged  all  physicians  and  health  care  institutions  to  report  all 
cases  of  AIDS  to  their  State  Health  Departments. 


CDC  REPORTS  25-YEAR  HIGH  IN  TRANSFUSION- 
RELATED  MALARIA  CASES 


According  to  a May  issue  of  the  Center  for  Disease 
Control’s  (CDC)  Morbidity  and  Mortality  Weekly  Report 
(MMWR),  nine  cases  of  transfusion-associated  malaria  were 
reported  to  the  CDC  in  1982,  making  this  year  the  highest  in 
the  last  25  years  for  reported  malaria  cases.  Only  32  cases  were 
reported  from  1971  to  1980  and  only  two  cases  in  1981.  There 
were  25  cases  in  1971. 

The  May  13  issue  of  the  Council  of  Community  Blood 
Centers  Newsletter  quotes  Kenneth  Campbell,  MD,  with 
CDC’s  Malaria  Branch,  as  saying  that  malaria  is  not 
transmitted  within  the  US  except  by  blood  transfusion.  All 
other  cases  are  found  in  individuals  who  have  either  traveled 
or  lived  in  endemic  areas.  Campbell  stated  that  there  has  been 
no  increase  in  the  reported  number  of  imported  cases; 
however,  the  disease  is  usually  asymptomatic  so  the  number  of 
carriers  is  not  reflected  in  the  case  reports.  Most-transfusion- 
related  malaria  should  be  preventable  by  applying  current 
guidelines  for  temporary  and  permanent  deferral,  Campbell 
told  CCBC.  In  four  or  five  of  the  1982  cases,  there  was 
apparently  a failure  to  follow  the  guidelines,  either  by  the 


donor  screener  or  by  the  donor,  who  may  have  withheld 
information.  In  the  rest  of  the  cases,  although  the  rules  were 
properly  applied,  malaria  was  transmitted  by  a donor  with  a 
parasite  that  had  remained  undetected  for  more  than  three 
years.  These  cases,  Campbell  said,  occur  most  frequently  in 
individuals  who  have  grown  up  in  malarial  areas  and  have 
developed  considerable  resistance  to  the  disease. 

The  MMWR  referenced  the  AABB’s  Standards  for  Blood 
Banks  and  Transfusion  Services  for  donors  who  have  traveled 
to  or  lived  in  endemic  areas  “to  protect  recipients  of  red- 
blood-cell  containing  products  from  inadvertedly  acquiring 
malaria.” 

NEW  PROCESS  DRAWS  CRYO 
FROM  SELECTED  DONORS 

An  experimental  program  being  conducted  with  hemo- 
philiacs and  their  families  at  Rush-Presbyterian  St.  Luke’s 
Medical  Center  and  Children’s  Memorial  Hospital  in  Chicago, 
focuses  on  selecting  specific  donors  to  undergo  repetitive 
plasma  exchange  donation  to  make  cryoprecipitate  of 
hemophiliacs.  Members  of  the  family  may  be  candidates  for 
this  process. 

Originally  reported  in  the  September  26,  1980  of  Lancet, 
by  Bruce  McLeod,  MD,  of  the  Rush  Blood  Bank,  the  study 
ran  into  difficulties  finding  subjects  until  the  recent  AIDs 
crisis.  Said  Paul  Scott,  MD,  of  Children’s  Memorial  Hospital, 
whose  patients  are  involved  in  the  program,  “We’ve  had  a 
remarkable  response  in  the  last  three  months  that  we  hadn’t 
gotten  in  the  two  years  previous.”  Scott  reported  on  the 
process  at  the  recent  meeting  of  the  American  Federation  for 
Clinical  Research  in  Washington  DC. 

The  process  involves  a selected  donor,  preferably  one  with 
a high  spontaneous  factor  VIII  level,  who  comes  to  the  blood 
bank  weekly  to  donate  sufficient  plasma  to  be  made  into 
cryoprecipitate.  In  the  first  three  visits,  500-600  cc  of  plasma 
are  collected,  and  cryoprecipitate  and  cryopoor  plasma  are 
produced  each  time.  On  the  fourth  donation,  2000  cc  of 
plasma  are  removed,  and  the  cryo-poor  plasma  collected  in 
the  past  three  donations  is  returned  to  the  donor.  The  2000  cc 
donation  is  manufactured  into  cryo  and  into  cryo-poor 
plasma.  Each  time  the  donor  comes  in  after  that,  he  will 
donate  2000  cc  of  plasma  and  receive  the  cryo-poor  plasma 
from  the  last  donation  in  return.  This  enables  the  manufacture 
of  100  bags  of  cryoprecipitate  from  each  donation. 

“A  mild  or  moderate  hemophiliac  with  an  average  number 
of  blood  episodes  could  theoretically  be  supported  by  a single 
donor,”  according  to  McLeod.  “The  technique  should 
drastically  reduce  the  incidence  of  hepatitis  in  hemophiliacs,” 
Scott  said.  So  far  nine  patients  have  been  involved  in  the 
program.  Lack  of  money  for  furthering  the  program  has 
become  a real  concern,  causing  the  researchers  to  wonder  if  it 
will  be  able  to  continue.  Funding  is  currently  being  sought. 

Diane  Stevenson,  mother  of  a Chicago  hemophiliac  who  is 
participating  in  the  program,  said  her  family  became 
interested  as  a result  of  “deep  concern  over  our  son’s  constant 
reexposure  to  hepatitis  virus.”  The  boy  had  had  hepatitis  as  a 
baby  and  continues  to  carry  the  virus.  The  boy’s  father  now 
goes  once  a week  to  the  Chicago  blood  bank,  75  miles  from 
their  suburban  home,  to  undergo  the  plasma  exchange 
donation. 
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BENDECTIN  PRODUCTION  ENDS, 

‘A  VICTIM  OF  OUR  LITIGIOUS  SOCIETY’ 


With  the  cost  of  lawsuits  charging  drug-related  birth 
defects  fast  approaching  total  sales,  Merrell  Dow  Pharmaceu- 
ticals USA  last  Thursday  announced  that  it  had  ceased  pro- 
duction of  Bendectin,  the  only  US  drug  approved  for  severe 
nausea  and  vomiting  in  pregnancy. 

These  excerpts  from  a statement  made  by  MDP  president 
David  Sharrock  at  a press  conference  June  9 tell  it  all: 

“Merrell  Dow,  with  great  reluctance,  has  decided  to  cease 
the  production  of  Bendectin,  a drug  which  for  27  years  has 
provided  relief  from  nausea  and  vomiting  during  pregnancy. 

“...the  overwhelming  majority  of  independent  experts, 
plus  regulatory  and  health  agencies  throughout  the  world 
confirm  that  the  available  medical  evidence  does  not  demons- 
trate a cause  and  effect  relationship  between  the  use  of  Bene- 
dectin  and  birth  defects. 

“Why,  then,  is  Merrell  Dow  stopping  production  of  the 
product?  This  is  the  real  dilemma. 

“The  basic  answer  is  that  Bendectin,  tested  extensively  and 
used  safely  for  27  years  in  more  than  33  million  pregnancies,  is 
a victim  of  these  litigious  times.  Although  we  have  absolutely 
no  doubth  of  its  safety  and  effectiveness,  the  burdens  of  conti- 
nuing to  market  Bendectin  have  become  just  too  heavy. 
Unfortunately,  these  burdens  have  fallen  on  physicians,  phar- 
macists, and  patients,  in  addition  to  the  company... 

“To  offset  these  extraordinary  costs,  we  were  forced  to 
increase  substantially  the  price  of  Bendectin,  in  the  United 
States,  twice  since  March  of  1982,  a burden  to  many  pharma- 
cists and  physicians.  Even  with  these  extraordinary  price 
increases,  we  anticipate  that  we  will  lose  money  on  Bendectin 
in  1983. 

“Finally,  the  defense  of  Bendectin  has  caused  a significant 
drain  on  the  manpower  and  other  resources  of  our  company. 
It  has  become  necessary  to  divert  many  of  our  most  talented 
people  from  their  other  responsibilities  to  assist  with  assign- 
ment associated  with  Bendectin.  If  Merrell  Dow  is  to  continue 
to  pursue  its  mission  — the  development  of  new  and  improved 
drugs  for  patients  here  and  around  the  world — we  must, 
sadly,  stop  production  of  Bendectin. 

“...I  want  to  emphasize...  that  our  action  is  being  taken 
with  the  utmost  concern  for  patients.  To  them,  we  say  that 
available  medical  evidence  does  not  demonstrate  a cause  and 
effect  relationship  between  the  use  of  Bendectin  and  birth 
defects... 

“...I  think  there  are  lessons  in  this  for  all  of  us.  America  isa 
litigious  society.  Unfortunately,  consumers  — the  ultimate 
beneficiaries  of  drugs — will  increasingly  see  the  real  cost  of 
defending  products  against  unsubstantiated  claims.  In  fact,  as 
in  the  case  of  Bendectin,  such  claims  can  ultimately  deny  the 
public  the  use  of  needed  therapy...” 


Medical  Specialties  News 

ORT  CAN  OPEN  DOOR’  TO  LDC 
HEALTH  PROGRAMS,  MAHLER  SAYS 


Oral  rehydration  therapy  (ORT),  restoring  body  fluids  lost 
during  diarrheal  attacks  with  salts,  water  and  sugar  solutions, 
is  simple,  cheap  and  widely  available.  It  can  reverse  within 
hours  the  potentially  fatal  effects  of  dehydration,  and  thereby 
save  millions  of  young  children  annually. 

“The  big  job  now  is  to  communicate  what  can  be  done,” 
Agency  for  International  Development  Administrator  M 
Peter  McPherson  told  the  first  International  Conference  on 
Oral  Rehydration  Therapy  in  Washington.  Mothers  in  rural 
villages  must  be  told  about  the  simple  mixtures  of  readily 
ingredients. 

Halfdan  Mahler,  World  Health  Organization  Director 
General,  sees  even  greater  benefits  from  ORT.  It  could  be  a 
“rallying  point’’  for  involving  families,  a way  governments  in  less 
developed  countries  could  “open  the  door’’  to  primary  health 
care  programs,  “carrying  other  concepts”  such  as  cleanliness 
and  personal  responsibility  with  them. 

“He  stressed  that  neither  the  international  distribution  of 
packets  of  oral  rehydration  salts  nor  its  production  in  develo- 
ping countries  will  by  themselves  have  any  effect  on  diarrheal 
disease  control.” 

“Even  if  potentially  available  measures  are  sufficient  for 
preventing,  controlling  and  treating  a great  deal  of  diarrheal 
disease  if  only  they  are  properly  applied,  research  must  conti- 
nue to  ensure  that  they  are  properly  applied.  I mean  by  that 
operational  research  in  countries  by  countries  to  make  the 
most  of  what  is  available  or  potentially  available.  Other  kinds 
of  research  are  required  to  develop  better  measures...  simpler 
rehydration  solutions  that  can  easily  be  prepared  in  any  home 
and...  more  efficient  rehydration  solutions...  If  the  findings  of 
that  kind  of  research  are  just  around  the  corner,  I am  afraid 
the  development  of  effective  vaccines  and  drugs  against  the 
common  micro-organisms  involved  will  take  much  longer. 
And  even  when  they  have  been  developed  they  will  only  be 
widely  useful  if  adequate  health  infrastructures  for  using  them 
are  developed  at  the  same  time,  and  if  these  include  a proper 
logistic  system  and  the  suitable  training  of  primary  health  care 
workers.” 
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RESEARCHERS  SUGGEST  METHOD  FOR 
IMPROVED  CONTROL  OF  JUVENILE  DIABETES 


Improved  control  of  diabetes  in  youngsters  can  be  achie- 
ved by  teaching  them  to  measure  glucose  in  their  blood  instead 
of  their  urine  and  by  helping  them  to  accept  more  than  one 
insulin  injection  a day,  according  to  a team  of  Los  Angeles 
pediatricians  writing  in  one  of  June’s  issues  of  JAMA. 

The  group,  headed  by  Mitchell  E.  Geffner,  MD,  of  the 
UCLA  School  of  Medicine,  found  that  plasma  glucose  levels 
could  be  brought  closer  to  normal  in  young  patients  who  took 
two  to  four  injections  of  insulin  a day  and  who  monitored 
their  plasma  glucose  levels  up  to  six  times  a day. 

Fifty-three  of  63  patients  21  years  old  or  under  chose  to 
substitute  the  more  intensive  therapy  for  their  customary 
program  of  single  daily  injections  and  urine  glucose  testing. 
Twelve  of  the  children  who  switched  were  younger  than  10 
years.  The  patients  obtained  their  blood  samples  by  means  of 
a spring-loaded  finger  lancet  and  measured  their  glucose 
concentrations  with  chemical  reagent  strips  compared  to  a 
color  chart  or  read  by  a reflectance  meter.  Results  were  used  to 
adjust  daily  dosages  of  insulin. 

Because  the  fixed  daily  dosage  of  insulin  is  very  closely 
matched  to  the  patient’s  customary  food  intake  and  exercise 
level,  there  is  a danger  of  hypoglycemia,  Geffner  points  out. 
By  skipping  a meal  or  exercising  more  than  usual,  the  patient 
can  reduce  the  amount  of  glucose  in  the  blood  available  for  the 
previous  insulin  injection  to  work  on.  Geffner’s  group  had  to 
raise  acceptable  blood  glucose  levels  in  patients  who  experienced 
frequent  episodes  of  hypoglycemia,  which  can  result  in 
trembling,  sweating,  confusion  and,  if  untreated,  convulsions 
and  coma. 

“It  is  now  evident  that  despite  efforts  in  previous  years  to 
achieve  good  control,  plasma  glucose  concentrations  have 
rarely  been  maintained  within  normal  limits  with  a combina- 
tion of  insulin  injections,  urine  glucose  testing  and  dietary 
supervision,”  writes  Geffner.  The  UCLA  report  shows,  he 
says,  that  self-monitoring  of  plasma  glucose  can  give  a far 
more  accurate  representation  of  daily  fluctuations  and  that, 
coupled  with  multiple  insulin  injections,  the  technique 
promises  tighter  long-term  control  of  plasma  glucose. 

Whether  this  improved  metabolic  control  will  lead  to  a 
reduction  of  complications  of  diabetes  and  a longer  life 
expectancy  is  still  a matter  of  controversy,  Geffner  concedes. 
But  because  the  more  intensive  therapy  has  proven  acceptable 
to  children  and  adolescents,  it  may  be  possible  to  do  long- 


term prospective  studies  beginning  at  diagnosis  of  the  disease 
to  evaluate  the  efficacy  of  such  treatment. 


“SUBCLINICAL”  MALNUTRITION  MAY  PLAY 
A ROLE  IN  MEMORY  LOSS  OF  ELDERLY 


“Subclinical”  malnutrition  may  play  a small  role  in  the 
depression  of  cognitive  function  detectable  in  some  elderly 
individuals,  according  to  James  S.  Goodwin,  MD,  and 
colleagues  from  the  University  of  New  Mexico  School  of 
Medicine. 

Writing  in  a June  1983  issue  of  JAMA,  the  researchers  say 
they  detected  a correlation  between  low  blood  levels  of 
vitamins  C,  B12,  riboflavin  or  folic  acid  and  lower  scores  on 
standard  tests  for  memory  and  nonverbal  abstract  thinking 
ability. 

“An  association  between  low  blood  levels  of  certain 
nutrients  and  low  scores  on  tests  of  cognitive  function  does 
not  mean  that  there  is  a causal  relationship  between  nutrition 
and  cognition,”  the  researchers  say.  “It  is  possible  that  poor 
cognitive  status  is  a risk  factor  for  the  development  of  poor 
nutrition”,  they  speculate.  “Subjects  with  impaired  cognition 
might  forget  to  take  their  vitamin  pills  or  might  do  a poorer 
job  in  meal  preparation.” 

The  researchers  evaluated  the  relationship  between 
nutrition  and  cognitive  status  in  260  noninstitutionalized 
men  and  women  more  than  60  years  old  who  had  no  known 
physical  illnesses  and  were  receiving  no  medications.  The 
differences  they  detected  between  nutrition  and  cognitive 
ability  remained  significant  after  controlling  for  age,  gender, 
level  of  income  and  amount  of  education,  they  say. 

Commenting  on  the  study  in  an  accompanying  editorial, 
Murray  Raskind,  MD,  of  the  University  of  Washington, 
Seattle,  says  it  lends  hope  for  future  amelioration  of  disorders 
leading  to  dementia  or  “senility”  among  the  elderly. 

“In  contrast  to  the  extensive  research  effort  in  Alzheimer’s 
disease,  some  other  possible  causes  of  dementia  have  been 
relatively  neglected,”  Raskind  says.  “One  of  these  is  specific 
nutritional  deficiencies  in  the  development  of  cognitive 
dysfunction.” 

He  points  out  that  classic  vitamin-deficiency  diseases 
manifest  cognitive  dysfunction  and  even  frank  dementia  as 
part  of  their  clinical  presentation.  These  diseases  include 
pellagra  (associated  with  niacin  deficiency),  Wernicke’s 
syndrome  (thiamine),  scurvy  (vitamin  C),  and  pernicious 
anemia  (vitamin  B,2).  Thus,  nutrient  supplementation  might 
be  a rational  approach  for  correcting  cognitive  dysfunction 
associated  with  senile  dementia  as  well  as  classic  vitamin- 
deficiency  diseases,  Raskind  suggests. 

Other  studies  of  the  relationship  between  nutrition  and 
ability  to  function  among  institutionalized  elderly  patients 
have  shown  mixed  results,  Raskind  adds.  One  of  the  more 
relevant  to  the  study  by  Goodwin  and  colleagues  involved 
297  elderly  residents  of  a community  in  Wales.  “Despite  a rise 
in  plasma  and  leukocyte  vitamin  C levels,  supplementation 
produced  no  apparent  improvement  in  cognitive  function.” 
This  should  not  discourage  further  research  on  the  relation- 
ship between  nutrition  and  cognitive  function,  Raskind  says. 
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EVIDENCE  SUGGESTS  HOUSEHOLD 
CONTACT  MAY  TRANSMIT  AIDS 


Evidence  suggesting  that  acquired  immune  deficiency 
syndrome  (AIDS)  can  be  transmitted  by  routine  household 
contact  is  presented  in  a May  issue  of  JAMA. 

James  Oleske,  MD,  MPH,  and  colleagues  report  eight 
cases  of  otherwise  unexplained  immune  deficiency  syndrome 
among  children  from  the  Newark,  N.J.,  metropolitan  area 
born  into  families  with  recognized  risks  for  AIDS. 

“Four  of  these  children  have  died,”  the  authors  report. 
“Our  experience  suggests  that  children  living  in  high-risk 
household  are  susceptible  to  AIDS  and  that  sexual  contact, 
drug  abuse  or  exposure  to  blood  products  is  not  necessary  for 
disease  transmission.” 

Related  articles  by  Arye  Rubinstein,  MD,  and  others,  and 
Joseph  Sonnabend,  MB,  MRCP,  and  colleagues,  suggest  that 
AIDS  can  be  transmitted  to  fetuses  in  the  mother’s  womb, 
and  that  the  syndrome  is  acquired  by  male  homosexuals  as  a 
result  of  life-style  behavior  that  apparently  overworks  and 
ultimately  virtually  destroys  the  immune  system.  AIDS  renders 
patients  vulnerable  to  Kaposi’s  sarcoma  and  deadly  oppor- 
tunistic infections. 

Oleske,  a researcher  with  Newark’s  University  of  Medicine 
and  Dentistry  of  New  Jersey,  and  colleagues  found  that  the 
eight  Newark  cases  fell  into  two  categories.  The  first  was 
“highly  suggestive  of  and  analogous  to”  AIDS  in  adults.  The 
second  group,  consisting  of  three  cases,  was  separated 
because  laboratory  studies  could  not  be  pursued  adequately. 

“Despite  a variable  clinical  picture,  each  of  our  patients 
had  in  common  household  exposure  to  one  or  more  persons 
with  known  risk  factors  for  AIDS:  IV  drug  abusers, 
prostitutes,  Haitians/Dominicans,  and  homosexual/IV  drug 
abusers,”  the  authors  say.  “There  was  no  evidende  that  our 
patients  had  been  sexually  abused  or  given  illicit  drugs,”  they 
add. 

Commenting  on  the  study  in  an  accompanying  editorial, 
Anthony  S.  Fauci,  MD,  of  a National  Institutes  of  Health, 
points  out,  “We  are  witnessing  at  the  present  time  the 
evolution  of  a new  disease  process  of  unknown  etiology  with 
a mortality  of  at  least  50  percent  and  possibly  as  high  as  75 
percent  to  100  percent  and  with  a doubling  of  the  number  of 
patients  afflicted  every  six  months.” 

At  first  th  disease  appeared  to  be  confined  only  to  male 
homosexuals,  he  adds.  Then  it  became  clear  that  IV  drug 
users  also  were  susceptible,  and  after  that  the  disease  was 
found  among  Haitians  and  hemophiliacs,  the  latter  apparently 
exposed  through  transfusion  of  blood  products. 

“The  finding  of  AIDS  in  infants  and  children  who  are 
household  contacts  of  patients  with  AIDS  or  persons  with 
risks  for  AIDS  has  enormous  implications  with  regard  to 
ultimate  transmissibility  of  this  syndrome,”  Fauci  says.  If 
routine  close  contact  can  spread  the  disease,  AIDS  taks  on  an 
entirely  new  dimension,  he  adds. 

Given  the  fact  that  the  incubation  period  for  adults  is 
believed  to  be  longer  than  one  year,  the  full  impact  of  the 
syndrome  among  sexual  contacts  and  recipients  of  potentially 
infective  transfusions  is  uncertain  at  present.  If  we  add  to  this 
the  possibility  that  nonsexual,non-b!ood-borne  transmission 
is  possible,  the  scope  of  the  syndrome  may  be  enormous.” 


Fauci  cautions  that  there  may  be  some  uncertainty  as  to 
whether  the  Newark  infant  cases  are  truly  AIDS,  but  adds 
that  the  setting  and  other  factors  suggest  a strong  link.  The 
data  “can  only  serve  to  alert  us  to  the  potential  scope  of  the 
syndrome,”  he  says. 

“Only  when  the  putative  agent  is  identified  can  we 
embark  on  appropriate  steps  to  limit  its  scope.  Unfortunately, 
all  attempts  have  failed,  and  the  etiology  of  this  devastating 
illness  still  eludes  us.” 

All  of  the  infants  in  the  Newark  study  were  less  than  one 
year  old  at  the  onset  of  the  disease.  Of  the  four  who  died, one 
was  the  child  of  a Haitian  couple,  another  was  the  daughter  of 
a mother  who  was  a IV  drug  user  and  recipient  of  many  blood 
transfusions  for  anemia,  the  third  was  the  daughter  of  a IV 
drug  user  father,  and  the  fourth  was  the  daughter  of  a mother 
who  recently  immigrated  from  the  Dominican  Republic. 

A related  report  by  Rubinstein  and  colleagues  deals  with 
seven  children  in  New  York  City  diagnosed  with  immune 
deficiency  and  born  to  promiscuous  and  drug  addicted 
mothers.  “Symptoms  in  our  patients  started  at  birth  or  in 
early  infancy,  suggesting  a congenital  immune  defect,”  they 
say. 

“Their  immunologic  profile,  however,  has  distinctive 
characteristics  that  clearly  differ  from  those  in  any  known 
congenital  disorder  of  cell-mediated  immunity,”  they  add. 
“The  common  denominator  in  all  of  our  patients  was  also  a 
profoundly  suppressed  cell-mediated  immunity  with  T4/T8 
ratio  reversal  (similar  to  the  profile  of  adult  AIDS  victims). 

We  postulate  that  this  newly  described  syndrome  is 
related  to  an  intrauterine-acquired  infectious  immuno- 
deficiency transmitted  by  activated  Epstein-Barr  virus  (EBV) 
infection  in  sexually  promiscuous  and  drug  addicted  mothers. 

“This  newly  described  cluster  of  immunodeficient  children 
has  emerged  in  a geographic  area  in  which  an  epidemic  of 
AIDS  is  occurring  in  IV  drug  abusers.  Moreover,  several 
mothers  manifest  prodromal  or  end-stage  AIDS,  which 
suggests  a link  between  these  children  and  the  adult 
syndrome,”  the  authors  conclude.  Rubinstein  is  a researcher 
at  the  Albert  Einstein  College  of  Medicine  in  the  Bronx,  N.Y. 

Sonnabend,  from  the  Uniformed  Services  University  of 
the  Health  Sciences  at  Bethesda,  MD.,  and  colleagues 
hypothesize  that  AIDS  occurs  among  certain  male  homo- 
sexuals because  of  a number  of  interlocking  immune  system 
events,  all  resulting  from  the  life-style  of  the  patients. 

The  immune  system  is  extremely  complex,  orchestrated  by 
an  extensive  ensemble  of  cells  and  antibodies  that  respond  to 
invasive  antigens.  The  system  reaches  a full  complement  over 
a long  period  of  time  as  it  responds  to  new  invasive  challenges. 
In  the  normal  course  of  events,  these  challenges  occur  in  a 
timely  fashion,  allowing  the  immune  system  time  to  re- 
constitue  itself.  Sonnabend  and  colleagues  posit  that  certain 
male  homosexuals  effectively  “overchallege”  the  system  and 
ultimately  virtually  destroy  it. 

“Repeated  sexual  encounters  expose  these  men  to  repeated 
cytomegalovirus  (CMV)  infections  and  exposures  to  allogenic 
semen,”  they  say. 

Immune  responses  to  these  agents  are  deleterious  and  lead 
to  the  phase  of  acquisition  of  immunodeficiency.  Formation 
of  cross-reacting  antibodies  and  immune  complexes  impairs 
immune  regulation  and  surveillance.  If  exposure  is  sustained, 
disease  progresses.  Opportunistic  infectious  and  viral-induced 
malignant  neoplasms  can  then  develop.” 
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They  point  out  that  AIDS  occurs  in  a subgroup  of 
homosexual  men,  many  of  whom  report  more  than  1,000 
different  sexual  partners.  They  recommend  restriction  of 
sexual  activity  to  the  fewest  number  of  partners  possible  as 
well  as  use  of  condoms  as  rational  preventive  measures.  They 
also  suggest  that  appearance  of  anti-asialo-Gm,  antibodies 
may  indicate  the  progressive  phase  of  the  syndrome,  and 
permit  early  recognition  and  intervention. 

“Use  of  acyclovir,  interferon,  or  IV  gammaglobulin- 
containing  anti-CMV  and  EBV  antibodies  in  high  titer 
potentially  can  reduce  the  viral  burden”  experienced  by 
patients,  they  suggest. 


RESEARCHER  WARNS  AGAINST  TREATING 
AIDS  PATIENTS  LIKE  “NEW  LEPERS” 


James  Oleske,  MD,  MPH,  principal  author  of  a recent 
paper  on  immune  deficiency  syndrome  in  children  that 
mimicked  acquired  immune  deficiency  syndrome  (AIDS) 
warns  against  treating  AIDs  patients  like  “lepers”. 

Writing  in  the  Letters  Section  of  the  July  8 issue  of  JAMA, 
Oleske  says,  “We  are  all  fully  aware  of  the  uncertain  infectious 
nature  of  AIDS  and  the  frightening  implications  it  may  have. 
When  reasonable  precautions  are  followed  (those  modeled 
after  treatment  of  patients  with  Hepatitis  B),  we  believe  that 
there  is  no  reason  to  subject  these  patients  to  the  intense  social 
and  psychological  isolation  some  now  experience.  Patients 
with  AIDS  have  even  been  referred  to  as  ‘the  new  lepers.’” 

Oleske’s  article  (JAMA,  May  6,  1983)  suggested  that 
children  living  in  high-risk  households  (those  in  which  adult 
members  were  at  risk  for  AIDS)  are  susceptible  to  AIDS  and 
that  sexual  contact,  drug  abuse  or  exposure  to  blood  products 
was  not  necessary  for  disease  transmission.  Publication  of  the 
information  led  many  to  believe  incorrectly  that  AIDS  could 
be  a readily  transmitted  disorder. 

“Placement  is  sometimes  denied  to  patients  with  AIDS 
purely  on  the  basis  of  their  diagnosis,”  Oleske  says.  “Those 
who  do  go  home  occasionally  return  shortly,  having  been  cast 
out  by  their  families.  We  also  find  that  some  patients  are 
ostracized  within  the  hospital.  A few  medical  workers  perceive 
the  situation  to  be  ‘hopeless”,  and,  as  a result,  less  aggressive 
diagnostic  and  therapeutic  plans  may  be  undertaken  as 
patients  return  with  new  infections.” 

AIDS  is  a syndrome  of  unknown  origin  that  suppresses 
the  body’s  immune  response  and  leaves  the  patient  susceptible 
to  life-threatening  infections.  The  case  load  is  doubling  every 
six  months,  and  mortality  is  at  least  50  percent  and  may 
approach  75  to  100  percent,  according  to  some  observers.  The 
syndrome  has  affected  homosexual  males,  IV  drug  abusers, 
Haitians  and  hemophiliacs. 

“Some  of  our  patients  have  done  well  for  prolonged 
periods,”  Oleske  says.  “These  longer  survivors  have  been 
followed  up  closely  by  their  physicians,  with  treatment  begun 
at  the  earliest  sign  of  deterioration.  The  families  of  these  long- 
term survivors  generally  have  a strong  commitment  to  their 
care  and  nutrition.” 

Oleske  underscores  the  need  for  supportive  care  from 
medicine  as  well  as  from  families.  “It  is  more  important  for 
these  patients  to  have  confidence  in  a strong  medical  system 
that  will  not  abandon  them  as  they  face  a potentially  life- 


threatening  disease.  They  need  good  hands-on  medical  and 
nursing  care  in  the  hospital  and  continued  supportive  care 
once  they  leave.” 


POOR  PHYSICAL  FITNESS  COMPOUNDS 
OTHER  HEART  ATTACK  RISK  FACTORS 


An  eight-year  investigation  has  confirmed  that  men  who 
aren’t  physically  fit  appear  to  be  at  greater  risk  for  heart 
attacks,  especially  if  they  also  smoke  and  have  high  blood 
pressure  and  high  levels  of  cholesterol. 

Writing  in  a June  issue  of  JAMA,  Ruth  K.  Peters,  DSc, 
and  colleagues  at  the  University  of  Southern  California 
School  of  Medicine  report  that  men  with  a low  “physical  work 
capacity”,  objectively  measured  by  a bicycle  exercise  test,  were 
at  least  twice  as  likely  to  have  a heart  attack  as  men  who  were 
more  physically  fit.  The  higher  risk  appeared  to  be  limited  to 
men  who  were  already  at  increased  risk  because  of  smoking, 
higher  than  average  cholesterol  or  blood  pressure,  or  some 
combination  of  these  conventional  risk  factors.  When  two  or 
more  were  present,  the  authors  note,  men  with  low  physical 
work  capacity  were  more  than  six  time  as  likely  to  have  a heart 
attack. 

Peters  and  co-workers  studied  2,779  Los  Angeles  County 
policemen  and  firemen  between  the  ages  of  35  and  55  who 
were  judged  free  of  coronary  artery  disease  at  the  time  they 
entered  the  study.  Thirty-six  heart  attacks  occurred  during  the 
eight-year  period;  three-fourths  of  the  men  who  had  heart 
attacks  had  at  least  two  of  the  significant  risk  factors 
(smoking,  elevated  systolic  blood  pressure,  elevated  serum 
cholesterol)  other  than  low  physical  work  capacity. 

Men  with  only  low  to  moderate  elevation  of  systolic  blood 
pressure  seemed  to  be  most  protected  against  heart  attack  by 
better  than  average  physical  fitness,  whether  or  not  they 
smoked  or  had  elevated  cholesterol,  or  both,  according  to  the 
reseachers.  “Otherwise  healthy  men  who  smoke,  whose  blood 
pressure  or  cholesterol  levels  are  even  moderately  elevated,  or 
who  have  any  combination  of  these  risk  factors  should  be 
encouraged  to  adopt  or  maintain  some  form  of  regular 
exercise,”  the  researchers  advise. 


GASTRIC  BYPASS  SURGERY 
CUTS  HEART  DISEASE  RISKS 


Shortening  the  digestive  tract  in  “morbidly  obese” 
patients  slashes  heart  disease  risks  by  raising  levels  of  a 
beneficial  cholesterol  and  controlling  blood  pressure,  accord- 
ing to  a study  by  Medical  College  of  Wisconsin  researchers. 

The  massive  weight  loss  seen  in  the  postoperative  cases 
also  eliminated  diabetes  mellitus  in  87  percent  of  the  diabetic 
patients  studied  by  the  scientists. 

“Risk  factors  of  coronary  heart  disease  were  improved  by 
gastric  bypass  in  these  morbidly  obese  patients,  and  the 
changes  were  clearly  established  by  six  months  after  operation,” 
reports  John  J.  Gleysteen,  MD,  and  associates  in  the  June 
1983  Archives  of  Surgery. 

Each  year,  27,000  morbidly  obese  (more  than  100  pounds 
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above  ideal  weight)  patients  elect  to  undergo  digestive  tract 
surgery  called  a gastroenterostomy.  The  surgical  procedure 
involves  bypassing  sections  of  the  stomach  and  small 
intestines  to  shorten  the  time  food  stays  in  the  digestive  tract. 

The  Wisconsin  researchers  studied  43  gastric  bypass 
patients  and  found  that  their  levels  of  beneficial  high  density 
lipoprotein  cholesterol  (HDL-C)  increased  significantly  and 
that  the  detrimental  overall  cholesterol  levels  and  the 
triglycerides  associated  with  adult-onset  diabetes  decreased 
after  surgery. 

Most  of  the  postoperative  patients  who  suffered  from 
hypertension  before  bypass  surgery  regained  normal  blood 
pressure  status  either  without  medication  (66  percent)  or  with 
reduced  medication  (26  percent). 

Bleysteen  suggests  that  increased  social  activity  not 
previously  enjoyed  by  the  once  extremely  obese  patients  may 
also  have  contributed  to  the  beneficial  changes  in  the 
cholesterol  levels. 

“The  cause  for  improvement  of  all  three  lipid  levels  is 
basically  weight  loss,  although  the  amount  of  weight  loss 
does  not  correlate  proportionately  with  the  degree  of 
improvement  in  lipid  levels.  Those  habits  of  the  morbidly 
obese  that  are  associated  with  abnormal  lipid  levels, 
specifically  physical  inactivity  and  excessive  fat  and  carbo- 
hydrate intake,  are  dramatically  reversed  after  gastric 
bypass,”  says  the  report.  Gleysteen  observes  that  “many  of 
these  patients  do  not  consume  alcohol  preoperatively;  but 
alcohol  intake  may  increase  after  operation  as  opportunities 
for  social  life  improve,  and  this  will  raise  HDL-C  levels.” 

Gleysteen  says  that  while  both  sexes  lost  comparable 
percentages  of  excess  weight  during  the  postoperative  follow- 
up, men  experienced  a greater  than  two-fold  increase  in  the 
levels  of  beneficial  HDL-C  over  the  increases  seen  in  the 
women  patients. 


HOSPITAL  CONTAINS  COSTS 
FOR  CORONARY  BYPASS  OPERATIONS 


The  clinic  that  pioneered  and  perfected  the  coronary 
artery  bypass  graft  for  heart  patients  now  offers  a plan  to  help 
contain  the  costs  of  that  surgical  procedure. 

Floyd  D.  Loop,  MD,  and  colleagues  from  the  Cleveland 
Clinic  foundation  report  in  a July  issue  of  JAMA  that  they 
were  able  to  realize  a 100  percent  saving  in  hospital  changes  for 
a control  group  of  25  patients.  The  per  case  constant  dollar 
value  of  the  savings  was  approximately  $1,000.  Should  that 
savings  be  extended  to  the  200,000  annual  bypass  operations 
estimated  for  the  near  future,  the  total  savings  could  hit  $200 
million. 

The  savings  resulted  from  by  a number  of  procedures, 
including:  carrying  out  workups  on  an  outpatient  basis  and 
admitting  patients  on  the  day  of  surgery;  decreasing  special 
care  unit  time  by  one  day;  not  performing  routine  blood 
cross-match;  and  not  using  preoperative  Swan-Ganz catheters 
in  uncomplicated  cases. 

Patients  enthusiastically  endorsed  the  program,  the  resear- 
chers say.  “Patients  enjoyed  spending  the  night  before  surgery 
with  relatives  or  friends  instead  ofbeinginan  unfamiliar  hospi- 
tal environment.” 


Hailing  the  finding  in  an  accompanying  JAMA  editorial, 
Richard  H.  Egdahl,  MD,  of  Boston  University  Medical  Cen- 
ter, adds  that  it  did  not  address  a policy  issue  that  also  should 
be  discussed:  the  surgical  fee  itself. 

Cardiac  surgical  fees  were  set  at  a higher  level  than  all 
others  when  such  procedures  “carried  a high  mortality  and 
involved  both  a long  operating  time  and  a prolonged  and 
intense  postoperative  stewardship  by  the  surgeon,”  Egdahl 
says.  “The  argument  has  been  made  that  such  fees  should  by 
now  have  been  reduced  to  reflect  the  much  shorter  operative 
time,  low  operative  mortality,  and  massive  material  and  per- 
sonnel support  available  to  modern-day  cardiac  surgeons,”  he 
adds. 

The  issue  is  complicated  by  the  Supreme  Court  Maricopa 
case  decision,  which  seems  to  say  that  physicians  are  in  viola- 
tion of  antitrust  laws  even  when  they  work  out  fee  schedules  in 
a prepaid  plan  to  offer  lower  cost  services  to  patients. 

“Some  way  must  be  found  for  the  establishment  of  a 
forum  for  discussion  of  this  subject  without  violating  antitrust 
laws.  Physicians  do  not  want  the  government  to  set  their  fees 
or  compensation  any  more  than  do  professional  athletes, 
bank  officials  or  lawyers.  However,  if  reform  is  to  come  from 
within  the  private  sector,  some  way  must  be  found  for  fees  to 
be  discussed  and  policy  issues  debated,”  Egdahl  concludes. 


NO  ADVANTAGE  SEEN  FOR  PRITIKIN  DIET 
IN  PERIPHERAL  VASCULAR  DISEASE 


The  Pritikin  diet  has  no  apparent  advantage  over  a less 
rigorous  dietary  regime  to  lower  blood  lipids  in  patients  with 
leg  pain  from  decreased  circulation  due  to  atherosclerotic 
peripheral  vascular  disease.  This  assessment  is  by  a group  of 
Canadian  researchers  writing  in  a June  issue  of  JAMA. 

Of  factors  tested,  only  walking  distance  improved  signifi- 
cantly in  patients  following  both  programs,  and  that  finding 
was  probably  due  to  the  effects  of  exercise  rather  than  a 
change  in  circulatory  status,  writes  Kenneth  Hutchison,  MD, 
from  the  University  of  Alberta,  Edmonton. 

The  investigators  placed  25  patients  on  the  high-fiber, 
low-fat,  complex  carbohydrate  maintenance  diet  recommen- 
ded by  Nathan  Pritikin’s  Longevity  Center  and  compared  its 
effets  on  the  patients’  condition  with  results  from  20  patients 
following  the  more  moderate  American  Heart  Association 
Hyperlipidemia  Diet  C.  The  AHA  diet  calls  for  50  to  55 
percent  of  daily  caloric  intake  from  carbohydrates,  15  to  20 
percent  from  protein,  25  to  30  percent  from  fat  and  fiber 
intake  of  25  to  30  grams  per  1,000  calories.  The  Pritikin 
maintenance  plan  calls  for  70  to  75  percent  of  calories  from 
carbohydrates,  15  to  20  percent  from  protein,  5 to  10  percent 
from  fat  and  a fiber  intake  of  40  to  45  grams  per  1 ,000  calories. 
All  of  the  patients,  ranging  in  age  from  45  to  73  years,  were 
encouraged  to  walk  45  minutes  daily  and  decrease  their  use  of 
tobacco. 

Thirty-seven  patients  completed  the  year-long  study;  with- 
drawals were  attributed  to  disease,  not  to  the  diet  programs. 
Although  a predictable  trend  toward  lower  blood  lipid  levels 
was  found,  no  significant  difference  between  the  groups  surfa- 
ced at  the  end  of  the  study.  Neither  were  significant  differences 
found  between  the  groups  in  various  measurements  of  blood 
circulation  in  the  legs.  However,  patients  on  the  Pritikin  main- 


385 


Bol.  Asoc.  Med.  P.  Rico  - Agorto  1983 


AMA  News 


tenance  plan  retained  their  newly  acquired  eating  habits  until 
the  end  of  the  study,  in  contrast  to  the  AHA  diet  group  whose 
habits  reverted  to  essentially  what  they  had  been  at  entry  into 
the  study. 

Since  neither  group  had  significant  improvement  in  blood 
lipid  and  vascular  status,  the  increase  in  walking  distance  in 
both  groups  was  probably  due  to  a “training”  effect  on  the  leg 
muscles  from  regular  exercise  rather  than  to  a change  in 
circulatory  status,  Hutchison  speculates.  The  placebo  effect  of 
intense  dietary  intervention  together  with  allevation  of  fear- 
induced  restrictions  on  activity  may  also  have  been  involved, 
he  adds. 


SUDDEN  INFANT  DEATH  SYNDROME 
LINKED  TO  BRAIN  CELL  DEVELOPMENT 


Slow  growing  brain  stem  cells  may  induce  sudden  infant 
death  syndrome  (SIDS)  characteristics,  say  Ohio  State  Univer- 
sity college  researchers. 

Between  6,500  and  8,000  infants  succumb  to  SIDS  yearly. 
Linked  to  prolonged  breathing  pauses  during  an  infants  sleep 
cycle,  the  elusive  syndrome  is  most  apt  to  occur  between  2 and 
4 months  of  age. 

“Clinical  observations  of  SIDS  and  near-miss  SIDS 
infants  have  implicated  a respiratory  control  dysfunction,” 
comment  Nobuhisa  Baba,  MD,  and  colleagues  in  a paper 
published  in  a May,  1983  issue  of  JAMA.  “It  is  believed  that 
the  maturational  state  of  the  neurons  in  the  brain  stem  maybe 
of  major  importance  in  the  multifactorial  pathogenesis  of 
SIDS.” 

All  infants  exhibit  some  form  of  breathing  cessation,  called 
apnea,  during  sleep,  but  near-miss  SIDS  patients  (those 
infants  revived  before  suffocation)  exhibit  much  longer  breat- 
hing pauses  that  may  indicate  slower  brain  development,  com- 
ment the  researchers. 

Baba  notes  that  this  maturity  lag  may  induce  abnormal 
sleep  patterns  that  cause  failure  to  arouse  from  sleep  during  a 
critical  respiration  pause. 

“It  also  has  been  suggested  that  infants  may  be  at  risk  for 
prolonged  apnea  if  their  arousal  response  is  impaired  during 
sleep.  An  upper  repiratory  tract  infection,  which  is  associated 
with  sleep  deprivation,  restlessness,  and  irritability,  may  playa 
role  in  depressing  the  arousal  mechanism  in  the  brain  stem,” 
say  the  researchers.  “Thus  the  maturational  state  of  the  brain- 
stem structure,  which  triggers  arousal  and  controls  respira- 
tion, may  correlate  with  such  a critical  period  of  functional 
organization.” 

The  researchers  postulate  that  nerve  network  (dendrite) 
abnormalities,  observed  in  the  brain  stems  of  SIDs  victims, 
could  be  responsible  for  imbalances  in  electrical  messages  to 
the  lungs  and  related  structures. 


RELATIONSHIP  BETWEEN  FATHERS  AND  SONS 
MAY  INFLUENCE  COLLEGE-AGE  DEPRESSION 


Parents  puzzled  by  the  “depressive”  moods  of  their 
college -age  sons  might  look  to  the  father  for  the  cause.  That  is 


a suggestion  offered  by  Judith  S.  Brook,  EdD,and  colleagues 
writing  in  the  June  1983  Archives  of  General  Psychiatry. 

The  researchers  report  on  a study  of  246  male  college 
students  and  their  fathers  that  focused  on  the  interrelationship 
between  fathers  and  sons  as  an  explaination  for  depressive 
mood  among  normal  adolescents.  “We  found  that  the  father’s 
personality  attributes  and  his  socialization  techniquesare  rela- 
ted to  the  son’s  personality,  which,  in  turn,  is  related  to  the 
son’s  depressive  mood,”  the  researchers  say. 

Drawing  on  a student  population  attending  a large  state 
college  in  New  Jersey,  the  researchers  from  new  York’s  Mt 
Sinai  School  of  Medicine  and  Columbia  University  gave  fat- 
hers and  sons  written  questionnaires  to  assess  personality 
attributes  of  both  as  well  as  a separate  section  to  assess  the 
socialization  practices  of  the  father.  “Fathers  of  adolescents 
with  frequent  depressed  moods  tended  to  be  more  masculine 
in  the  ‘macho’  sense,  more  rebellious  and  less  responsible,” 
they  report.  “As  regards  paternal  socialization  techniques, 
fathers  of  adolescents  with  frequent  depressive  moods  tended 
to  use  control  through  guilt  and  power-assertive  techniques  of 
discipline,  and  did  not  encourage  their  sons’  independent 
behavior.” 

The  researchers  caution  that  the  findings  should  be  quali- 
fied by  the  fact  that  results  were  obtained  from  a fairly  homo- 
geneous population.  The  familes  were  largely  middle  class, 
and  all  of  the  youngsters  studied  were  living  with  their  biologi- 
cal parents.  The  advantage  of  the  studied  sample  may  lie  in  its 
relative  absence  of  confounding  variables. 

Male  adolescents  with  more  frequent  depressive  moods 
are  likely  to  have  difficulty  in  four  areas:  internal  conflict 
related  to  low  ego  integration;  functioning  problems  related  to 
obsessive  and  compulsive  behavior;  interpersonal  difficulties 
related  to  aggressiveness;  and  problems  with  conforming  to 
adult  expectations. 

“In  view  of  the  findings,  we  propose  that  paternal  perso- 
nality attributes  reflected  in  difficulties  in  interpersonal  con- 
tact and  concern  for  others  and  socialization  practices 
characterized  by  lesser  affection,  power-assertive  discipline, 
and  the  inducement  of  guilt  are  crucial  to  the  development  to 
predisposition  toward  depressive  mood  in  the  son.” 

“The  results  of  the  present  study  are  consonant  with  the 
notion  that  a predisposition  to  more  frequent  depressive 
mood  develops  in  part  among  adolescents  through  the  inter- 
play of  the  father’s  personality  characteristics,  his  socializa- 
tion practices  and  the  adolescent’s  personality,”  the  researchers 
conclude. 


NEW  ANTIVIRAL  AGENT  PROMISES  CONTROL 
AGAINST  CERTAIN  “FLU”  VIRUSES 


A new  aerosol-applied  antiviral  agent,  ribavirin,  reduces 
common  cold  discomfort,  and  halves  the  communicability 
potential  and  fever  duration  among  influenza  sufferers, accor- 
ding to  reports  by  Texas  and  New  York  researchers  published 
in  a May  1983  issue  of  JAMA. 

The  ribavirin  studies  show  it  has  great  potential  as  a 
remedy  for  influenza  A and  B and  respiratory  syncytial  virus 
(RSV),  comments  University  of  Virginia’s  David  S.  Fedson, 
MD,  in  an  accompanying  editorial. 
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Influenza  viruses  and  RSV  are  both  significant  causes  of 
severe  respiratory  illness.  RSV-type  infections  have  been  asso- 
ciated also  with  nesocomial  illnesses  and  pneumonia,  even 
when  RSV  community  outbreaks  were  not  apparent. 

“Ribavirin  aerosol  therapy  promises  to  be  far  more  impor- 
tant in  the  treatment  of  infants,  young  children  and  older 
adults  who  are  hospitalized  with  serious  illnesses,”  says  the 
physician.  “It  is  important  to  reemphasize  that  the  major 
promise  of  ribavirin  aerosol  therapy  lies  in  its  broad  spectrum 
of  antiviral  activity.” 

One  of  the  ribavirin  studies,  conducted  by  Harvey  W. 
McClung,  MD,  and  associates  at  Baylor  College  of  Medicine, 
Houston,  shows  that  the  aerosol  application  proves  more 
effective  than  oral  administration  because  the  latter  technique 
delays  drug  delivery  to  the  infected  site. 

“We  know  of  no  previous  report  of  the  successful  treat- 
ment of  infuenza  B virus  infection  in  man,”  say  the  resear- 
chers. “With  this  development,  the  treatment  of  influenza  is 
simplified  because  treatment  can  be  started  immediately  with 
the  awareness  that  therapy  effective  against  both  A and  B 
virus  infections  is  being  used.” 

The  researchers  reported  previously  on  their  successful 
ribavirin  spray  treatment  of  influenza  A infections.  RSV  also 
exhibited  high  susceptibility  to  the  ribavirin  aerosol  treatment. 

Caroline  Breese  Hall,  MD,  and  colleagues  report  that  a 
double  blind  study  among  college  students  showed  50  percent 
less  viral  shedding  among  ribavirin-treated  patients  than  in 
the  placebo-treated  group.  The  study  also  showed  that  RSV- 
infected,  drug-treated  patients  exhibited  less  malaise  and  shor- 
ter fever  durations. 

“These  findings  suggest  that  ribavirin  administered  by 
small  particle  aerosol  exerts  a beneficial  effect  on  experimental 
RSV  infections  in  volunteers,”  the  researchers  comment. 
“Ribavirin  aerosol  therapy  was  well  tolerated,  with  no  adverse 
reactions  or  signs  of  toxicity.  This  suggests  that  such  therapy 
might  be  further  evaluated  in  infants  with  RSV  lower  respira- 
tory tract  disease.” 


SABIN  REPORTS  IMMUNIZATION  SUCCESS 
BY  NEW  MEASLES  VACCINE  METHOD 


Albert  B.  Sabin,  MD,  and  colleagues  report  successful 
immunization  of  children  against  measles  by  a new  method  of 
aerosolized  vaccine  that  may  improve  dramatically  control  of 
measles  throughout  the  world. 

Pointing  out  that  measles  remains  a serious,  uncontrolled 
public  health  problem  in  many  parts  of  the  worlds,  the  resear- 
chers say  their  method  — inhalation  of  undiluted,  aerosolized 
measles  vaccine — was  immunogenic  in  100  percent  of  four 
and  six-month-old  older  children.  The  clinical  trial  involving 
160  children  was  conducted  in  Mexico  and  reported  in  a May 
1983  issue  of  JAMA. 

The  researchers  say  that  measles  is  especially  difficult  to 
control  in  countries  where  much  of  the  disease  occurs  during 
the  latter  part  of  the  first  year  of  life  when  subcutaneously 
injected  measles  vaccine  is  ineffective  in  infants  who  still  have 
certain  amounts  of  maternal  antibody.  The  disease  also  pre- 
sents problems  in  areas  where  only  a small  proportion  of 
children  are  routinely  vaccinated,  and  where  life-threatening 


secondary  bacterial  infections  still  are  common. 

The  new  aerosolized  method  of  immunizing  children 
appears  to  overcome  all  of  these  problems,  the  researchers  say. 
Since  it  can  be  administered  by  a simple, inexpensive  nebulizer 
apparatus,  the  vaccine  can  be  used  by  large  numbers  of  non- 
professional personnel  in  mass  vaccination  programs.  It  may 
be  possible  to  control  measles  throughout  the  world,  the 
researchers  suggest. 

“In  the  present  study,  it  was  found  that  inhalation  of  the 
aerosolized  HDC  (human  diploid  cell)  vaccine,  containing 
Ikic  (Edmonstron-Zagreb)  plaque -purified  strain  of  measles 
virus,  further  attenuated  in  HDC  and  1 percent  human  albu- 
min, immunized  all  of  39  infants  four  to  six  months  of  age  and 
all  of  21  children  12  to  24  months  of  age  without  reference  to 
the  amount  of  maternal  PN  (plaque-neutralizing)  antibody 
measured  before  vaccination,”  the  researchers  say,  commen- 
ting on  one  method  used  in  the  study. 

They  also  used  aerosolized  chick  embryo  fibroblast  (CEF) 
vaccine,  which  was  “less  effective  in  four-  to  six-month  old 
infants  at  both  six  weeks  and  six  months  after  vaccination, 
despite  the  fact  that  it  had  ten  times  more  virus,”  the  resear- 
chers report. 

“It  is  already  evident  from  the  results  of  the  first  clinical 
trial  that,  at  least  with  the  HDC  measles  vaccine,  immuniza- 
tion of  a 30  second  inhalation  of  aerosolized  undiluted  vaccine 
is  highly  effective,  not  only  in  children  without  maternal  anti- 
body but  also  in  young  infants  with  high  levels  of  maternal 
antibody  who  cannot  be  immunized  by  subcutaneous  injec- 
tion of  live,  attenuated  measles  vaccine,”  the  authors  say. 

They  conclude  that  the  new  immunization  method  “provi- 
des a procedure”  that  could  make  mass  programs  possible, 
especially  in  parts  of  the  world  where  measles  continues  to  be  a 
serious  problem  during  the  first  year  of  life.” 


VIOLENCE  A LEADING  CAUSE  OF 
CHILDHOOD  DEATH 


Violence  against  children  is  a leading  cause  of  pediatric 
mortality,  writes  Janine  Jason,  MD,  of  the  Centers  for  Disease 
Control,  in  the  June  1983  American  Journal  of  Diseases  of 
Children.  Child  abuse  homicide  represents  only  one  aspect  of 
the  problem.  “The  other  component,  which  is  often  ignored,  is 
homicide  of  preadolescents  and  adolescents,”  Jason  says.  In 
victims  aged  of  12  years  or  older,  homicide  typically  occurs 
outside  the  family  and  involves  guns  and  knives  rather  than 
bodily  force,  the  researcher  adds. 


AMBULATORY  BLOOD  PRESSURE  MEASUREMENT 


Ambulatory  blood  pressure  reading  obtained  through  the 
day  using  patient-worn  protable  recorders  are  useful  in  predic- 
ting cardiovascular  health  in  hypertensive  patients,  say  Dorot- 
hee  Perloff,  MD,  and  colleagues  at  the  University  of 
California,  San  Francisco  Medical  Center,  in  a June  issue  of 
JAMA.  In  a 15-year  study  of  1,076  patients,  they  found  that 
higher  than  expected  ambulatory  readings,  compared  to 
readings  taken  in  the  doctor’s  office,  were  associated  with  a 
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higher  incidence  of  subsequent  fatal  and  nonfatal  cardiovascu- 
lar events.  The  technique  could  be  used  to  detect  high-risk 
patients,  they  say. 


“ONCE  A CESAREAN,  ALWAYS  A CESAREAN” 
MYTH  DISMISSED 


Nearly  90  percent  of  women  who  attempt  a vaginal  deli- 
very after  cesarean  section  are  successful,  say  Mt.  Sinai  Medi- 
cal Center  (New  York)  researchers  in  a June  issue  of  JAMA. 
The  physicians  present  six  criteria  these  patients  should  meet 
for  a successful  vaginal  delivery,  based  on  the  type  of  previous 
uterine  incision,  presentation  of  the  fetus,  and  availability  of 
appropriate  obstetrical  care  during  labor  and  delivery. 


NEW  METHOD  FOR  CONTROLLING  CANCER  PAIN 


A new  form  of  electrical  stimulation  offers  relief  for  severe 
head  and  neck  cancer  pain,  says  William  Bauer,  MD,  of  Case 
Western  Reserve  University  School  of  Medicine  in  Cleveland. 
Writing  in  the  June  1983  Archives  of  Otolaryngology,  he 
reports  on  three  representative  cases  in  which  an  extremely 
low-frequency,  low-amperage  AC  electrical  modality  offered 
effective  relief  from  chronic  pain.  The  mechanism  of  action 
may  involve  release  of  endorphins  and  enkephalins,  brain 
substances  involved  in  perception. 


INFLUENZA  VACCINATIONS  CUT  HEALTH  COSTS 


Influenza  vaccination  during  a period  from  1971-1972 
through  1977-1978  improved  health  fora  low  cost  among  all 
age  groups  and  saved  net  medical  costs  for  the  elderly,  say 
Michael  A.  Riddiough,  PharmD,  MPH,  of  Washington’s 
Office  Technology  Assessment,  and  colleagues  in  this  week’s 
Journal  of  the  American  Medical  Association.  “Annual 
influenza  vaccination  for  these  seven  years  for  people  aged  65 
and  older  in  1971-1972  saved  about  $6.6  million  in  net  medical 
costs  associated  with  epidemic  influenza,”  they  say. 


ANATOMIC  CHANGES  IN  PTA  DESCRIBED 


STUDY  OF  HYPERACTIVE  BOYS 


Two  studies  of  motor  activity  of  hyperactive  boys  indicate 
that  activity  in  the  youngsters  is  consistent  and  continuous, 
even  during  sleep,  and  that  some  degree  of  control  over  hype- 
ractivity can  be  gained  through  administration  of  dextroamp- 
hetamine. Writing  in  the  June  1983  Archives  of  General 
Psychiatry.  Linda  J.  Porrino,  PhD,  and  colleagues  from  the 
National  Institute  of  Mental  Health,  say  their  study  uncovers 
little  evidence  to  support  the  hypothesis  that  hyperactivity  is 
simply  an  artifact  of  attentional  demands.  Furthermore,  in  a 
controlled  study,  use  of  dextroamphetamine  “significantly 
decreased”  motor  activity  for  about  eight  hours  after 
administration. 


RESPONSE  TO  EXERCISE  IN  HYPERTENSION 


Although  hypertensive  patients  may  achieve  normal  res- 
ting blood  pressure  after  drug  therapy,  there  is  no  guarantee 
their  pressure  will  remain  normal  during  exercise,  say  Albert 
J.  Miller,  MD,  and  colleagues  from  Northwestern  University 
Medical  School,  Chicago,  in  a July  issue  of  Journal  of  the 
American  Medical  Association.  In  their  study  of  12  patients,  a 
regimen  combining  a diuretic  and  either  of  two  beta-blocker 
drugs  failed  to  control  diastolic  arterial  blood  pressure  during 
exercise  testing  even  though  the  patients  had  normal  pressure 
at  rest  while  taking  the  medication. 


BRAIN  HEMORRHAGE  IN  PREEMIES 


A premature  newborn’s  risk  of  brain  hemorrhage  may  be 
related  to  its  position  during  delivery  along  with  either  its 
gestational  age  or  the  duration  of  labor,  according  to  Jeffrey 
D.  Horbar,  MD,  and  colleagues  from  the  University  of  Ver- 
mont writing  in  the  July  1983  issue  of  American  Journal  of 
Diseases  of  Children.  Among  infants  delivered  with  the  top  of 
the  head  coming  first,  risk  of  brain  hemorrhage  was  twice  as 
high  if  gestational  age  was  30  weeks  or  less.  Among  infants 
delivered  breech,  transverse  or  compound,  risk  was  two  to  three 
times  higher  if  the  duration  of  labor  was  six  hours  or  more. 


Percutaneous  transluminal  angioplasty  (PTA),  a techni- 
que using  a tiny  ballon-tipped  catheter  to  dilate  obstructed 
coronary  arteries,  also  was  recently  used  to  dilate  obstructed 
coronary  artery  bypass  grafts.  The  anatomic  changes  that 
occur  during  the  graft  PTA  are  described  for  the  first  time  in  a 
June  issue  of  JAMA,  by  a group  of  physicians  from  the 
University  of  California  at  Irvine  Memorial  Hospital  Medical 
Center,  Long  Beach.  They  report  finding  tears  in  the  inner 
lining  of  the  graft  vessel  and  entrance  of  the  fatty  plaque  into 
the  vessel  wall,  and  speculate  that  tearing  of  the  vessel  wall, 
rather  than  compression  of  the  fatty  plaque,  may  be  the 
mechanism  by  which  PTA  widens  an  obstructed  vessel. 
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El  manuscrito  completo,  incluvendo  las  leyendas  v referencias  deberán  estar 
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El  manuscrito  debe  comenzar  con  una  breve  introducción  en  la  cual  se  especifique 
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Nomenclatura 
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sistema  métrico  de  pesos  y medidas. 
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problema,  métodos,  resultados  y conclusiones. 
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be  organized  under  the  following  headings:  Introduction,  Material  and  Methods, 
Results  if  indicated.  Discussion,  Summary  in  English  and  Spanish,  Acknowledgments 
if  any,  and  References. 

Nomenclature 
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•Rapid  onset  of  sleep.1 

•More  total  sleep  time  on  the  first 
3 nights  of  therapy.1 

•More  total  sleep  time  on  nights 
12  to  14  of  therapy.1 

•Continued  efficacy  for  at  least  28  nights . 

•Seldom  produces  morning  hangover.3 

•Avoids  rebound  insomnia  when 
therapy  is  discontinued.1 4 s 


15-mg/30-mg  capsules 
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Columna  del  Editor 


En  este  número  queda  manifiesta  la  intención  de  la  Junta 
Editora  de  ofrecerle  a los  lectores  del  Boletín  artículos 
de  calidad  y de  tópicos  variados  que  puedan  interesar  a la 
mayoría  de  nuestra  mezcla  heterogénea  de  lectores.  En  él  hay 
Estudios  Clínicos  de  Neurología  y Salud  Pública,  así  como 
casos  de  Oncología,  y Secciones  de  Electrocardiografía,  Ana- 
tomía Patológica,  Radiología  y Sonografía  excelentemente 
ilustrados.  La  Sección  de  Medicina  al  Día  está  a cargo  del 
Hepatólogo  Dr.  Miguel  S.  Pastrana  quien  repasa  y actualiza 
la  Hepatitis  Viral.  Sin  duda  este  artículo  será  de  gran  prove- 
cho académico  para  todos. 

Se  inicia  una  nueva  sección:  Psiquiatría  Primaria,  por  el 
Dr.  J.  Nuñez-López,  este  es  el  primero  de  una  serie  de  traba- 
jos cortos  sobre  temas  de  la  especialidad.  Estos  están  dirigi- 
dos a la  capacitación  de  médicos  primarios  en  el  área  del 
manejo  de  condiciones  psicosociales. 

El  artículo  de  los  Dres.  Christenson  y Ramírez-Ronda 
sobre  las  medidas  preventivas  recomendables  en  el  Síndrome 
de  Inmunodeficiencia  Adquirida  debe  ser  estudiado  por 
todos  por  la  actualidad  que  reviste  el  tema.  En  vista  de  la 
importancia  de  esta  entidad  clínica,  la  Junta  Editora  solicitó 
de  la  Dra.  María  Santaella,  Inmunóloga  y Catedrática  de  la 
Escuela  de  Medicina  de  la  Universidad  de  Puerto  Rico,  un 
comentario  editorial  sobre  el  Síndrome  de  Inmunodeficien- 
cia Adquirida  (AIDS).  La  Dra.  Santaella  con  la  claridad  que 
caracteriza  al  experto  en  el  tema  nos  resume  y actualiza 
alteraciones  inmunológicas  del  síndrome  y sus  mecanismos. 
A la  vez  nos  informa  sobre  la  posibilidad  de  alteraciones 
específicas  en  la  inmunidad  humoral.  Este  último  aspecto  es 
de  gran  actualidad,  al  punto  que  la  publicación  con  el  estudio 
original  aún  no  esta  disponible  en  el  país.  El  Editorial  está 
excelentemente  redactado  y debe  ser  lectura  obligada  si  se 
desea  estar  “al  día”  en  esta  entidad  clínica  tan  intrigante,  de 
tanta  actualidad,  y de  grandes  consecuencias  médicas  y 
sociales. 
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NUESTRA  PORTADA: 

La  Casa  de  un  Amigo.  Acuarela  de  Paul  Kuchno. 

El  artista,  es  de  ascendencia  polaca,  norteamericano  de  nacimiento  y 
puertorriqueño  por  adopción. 

Inicia  su  carrera  en  el  arte  a través  de  su  familia  inmediata.  Ingresa  a la 
“American  Academy  of  Art”  en  Chicago  en  1963.  Se  especializa  en  arte 
comercial  y estando  allí  estudia  el  estilo  tradicional  de  la  acuarela  bajo  la 
tutela  del  famoso  acuarelista  Irving  Shapiro. 

Kuchno  reside  en  Puerto  Rico  desde  1966,  es  casado  con  una  puertorri- 
queña y todos  sus  hijos  son  nacidos  en  esta  tierra.  En  la  comunidad  de  las 
Artes  Plásticas  Nacionales  es  considerado  por  sus  compañeros  como  un 
artista  puertorriqueño. 

Sus  acuarelas  han  sido  ganadoras  de  varios  premios  en  certámenes  y 
exposiciones  locales  e internacionales.  Muchas  de  sus  obras  forman  parte  de 
prestigiosas  colecciones  privadas  del  país.  Actualmente  la  obra  de  Kuchno 
es  difundida  a travésdel  Taller-Galería  André  en  el  Condominio  El  Centro 
en  Hato  Rey  por  cuya  gentileza  hemos  podido  reproducirla  obra  en  nuestra 
portada. 


Rafael  Villavicencio,  MD,  FACC 

Presidente  Junta  Editora 

Boletín  Asociación  Médica  de  Puerto  Rico 
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El  Síndrome  de 
I nmunodef  ¡ciencia 
Adquirida:  Estado  de 
Disfunción 

Inmunológica  en  Foco 

A partir  del  primer  informe  de  la  entidad  clínica  conocida 
como  el  “Síndrome  de  Inmunodeficiencia  Adquirida” 
en  junio  de  1981,  esta  condición  ha  tenido  prominencia  en  las 
principales  revistas  científicas  y en  todos  los  medios  de 
comunicación. 

Por  haberse  reconocido  en  grupos  fuera  de  la  población 
homosexual  donde  primeramente  se  describiera,  y por 
haberse  documentado  que  los  pacientes  con  este  síndrome  no 
demuestran  alteraciones  inmunológicas  explicables  a base  de 
condiciones  congénitas,  enfermedades  sistémicas  subyacen- 
tes o manipulaciones  terapéuticas,  es  que  se  conoce  oficial- 
mente por  el  término  anterior  en  preferencia  a otros 
acuñados  inicialmente. 

De  los  casos  descritos  hasta  el  presente  se  ha  acumulado 
la  siguiente  información:  1)  la  condición  se  encuentra  en 
mayor  incidencia  en  grupos  donde  hay  más  susceptibilidad  a 
enfermedades  transmisibles  y/o  en  grupos  que  reciben  sangre 
o productos  derivados  de  sangre  con  más  frecuencia;  2)  el 
tipo  de  infección  que  tiende  a aparece  en  estos  casos  es  por 
organismos  oportunistas,  ésto  es,  aquellos  que  ocurren  en 
personas  con  un  sistema  inmunológico  defectuoso,  sobre- 
todo la  inmunidad  celular;  3)  la  respuesta  al  tratamiento  para 
las  infecciones  que  se  ofrece  en  estos  pacientes  no  suele  ser 
efectiva,  ya  que  la  persistencia  de  las  alteraciones  en  los 
mecanismos  de  defensa  lleva  a re -infecciones;  y 4)  el  cuadro 
clínico  representa  un  espectro  que  va  desde  una  enfermedad 
fácilmente  diagnosticada  como  un  cuadro  viral  sin  alteración 
inmunológica  luego  de  ceder  la  infección,  a una  serie  de 
eventos  infecciosos  con  alteración  inmunológica  persistente, 
y finalmente,  un  cuadro  de  infecciones  refractarias  al  trata- 
miento concurrentemente  con  un  proceso  neoplástico. 

Conviene  apuntar  que  se  ha  producido  un  volumen  consi- 
derable de  publicaciones  en  revistas  científicas  describiendo 


las  diversas  manifestaciones  clínicas  de  este  síndrome  en 
varios  grupos,  con  recuentos  discretos  de  las  modalidades 
ensayadas  en  los  centros  de  investigación,  y finalmente  con 
una  nota  respecto  al  hecho  de  que  la  causa  de  la  disfunción 
inmunológica  en  este  síndrome  se  desconoce  al  presente. 

Hay  varias  observaciones  que  deben  recalcarse  por  sus 
posibles  implicaciones  en  la  identificación  del  agente  y los 
factores  que  puedan  relacionarse  a este  síndrome. 

Se  sabe  que  una  infección  viral  i.e.  porcitomegalovirus,el 
virus  de  Epstein-Barr,  el  virus  de  hepatitis  B,  entre  otros, 
puede  llevar  a un  estado  de  disfunción  inmunológica  donde  la 
actividad  de  los  linfocitos  T se  altera  de  forma  análoga  a lo 
que  se  observa  en  esta  entidad.  Igualmente  se  conoce  que  la 
proporción  de  linfocitos  T colaboradores  a linfocitos  T supre- 
sores  disminuye  en  el  caso  de  infecciones  virales.  El  potencial 
oncogénico  de  ciertos  virus  también  es  bien  conocido.  Pero  a 
diferencia  de  los  estados  de  disfunción  inmunológica  descri- 
tos en  infecciones  virales  como  las  anteriores,  la  alteración  en 
la  inmunidad  celular  que  se  describe  en  el  síndrome  de  inmu- 
nodeficiencia adquirida  suele  ser  persistente. 

Al  estudiar  el  comportamiento  de  linfocitos  T en  sistemas 
in  vitro  y al  calcular  la  razón  entre  linfocitos  T colaboradores 
y linfocitos  T supresores  en  grupos  donde  la  enfermedad 
puede  ser  más  frecuente  pero  que  aún  no  han  desarrollado  las 
manifestaciones  clínicas  de  este  síndrome,  se  encuentran  alte- 
raciones parecidas  a las  que  se  ven  en  los  casos  del  síndrome 
de  inmunodeficiencia  adquirida.  Se  presenta  la  dificultad  de 
poder  establecer  el  diagnóstico  en  el  inicio  de  la  enfermedad  o 
sencillamente  cómo  sospechar  el  mismo  con  cierta  certeza  en 
grupos  de  riesgo.  Esta  situación  ha  provocado  la  necesidad  de 
investigar  otros  parámetros  de  función  inmunológica  que 
permitan  una  mejor  identificación  de  estos  casos,  a saber: 
medidas  de  producción  de  homonas  túnicas  (timosina  alfa,, 
timulina),  producción  de  linfoquinas  (interferon)  y medida 
de  niveles  de  enzimas  en  los  linfocitos  (fosforilasa  del  nucleó- 
tido  de  purina).  Los  informes  de  estas  investigaciones  son 
escasos,  y por  lo  tanto,  no  deben  aventurarse  conclusiones  en 
cuanto  a su  utilidad  como  métodos  diagnósticos. 

Lo  que  parece  ser  un  indicador  que  correlaciona  más  con 
el  espectro  de  la  entidad  es  la  histopatología  de  las  biopsias  de 
nodulos  linfáticos.  Se  ha  descrito  el  hallazgo  de  hiperplasia 
folicular  que  correlaciona  con  poblaciones  a riesgo  con  linta- 
denopatías  (adictos  a drogas  intravenosas,  por  ejemplo),  el 
hallazgo  de  involución  de  la  estructura  del  nodulo  en  concor- 
dancia con  los  casos  con  el  síndrome  completo  (infecciones 
recurrentes  y/o  procesos  neoplásicos),  y un  patrón  mixto, 
con  áreas  focales  de  hiperplasia  y de  involución  en  los  casos 


391 


Editorial 


Bol.  A soc  Med.  P.  Rico  - Septiembre  19X3 


que  están  entre  ambos  extremos  clínicamente.  Actualmente 
se  hace  un  gran  esfuerzo  por  identificar  partículas  y/o  mate- 
rial viral  en  estos  ganglios. 

Hasta  ahora  se  ha  considerado  que  el  defecto  que  caracte- 
riza esta  condición  es  en  inmunidad  celular.  Sin  embargo,  se 
han  obviado  tres  observaciones  que  señalan  hacia  un 
problema  en  el  sistema  de  linfocitos  B (inmunidad  humoral) 
concurrentemente,  a saber:  1)  la  presencia  de  complejos 
inmunes  en  circulación  en  la  mayoría  de  estos  casos  que  se 
han  estudiado,  2)  el  encontrar  hipergamaglobulinemia  en  un 
gran  número  de  estos  pacientes  (sobretodo  niveles  altos  de 
IgG  e IgA),  y 3)  la  descripción  de  casos  con  el  síndrome  de 
inmunodeficiencia  adquirida  con  púrpura  trombocitopénica 
inmune  (caracterizada  por  la  producción  de  anticuerpos  con- 
tra plaquetas). 

En  la  revista  “New  England  Journal  of  Medicine”  del  25 
de  agosto  de  1983  se  informan  por  primera  vez  alteraciones 
específicas  en  ciertos  parámetros  de  inmunidad  humoral 
detectadas  en  sistemas  in  vitro.  En  un  grupo  de  pacientes 
estudiados,  se  documenta  una  falla  en  la  capacidad  de  prolife- 
ración de  linfocitos  B al  mitógeno  Staphylococcus  aureus 
cepa  Cowan  I (mitógeno  que  no  necesita  de  las  células  T para 
activar  el  sistema  B)  y un  aumento  en  el  número  de  células 
que  producen  inmunoglobulina  espontáneamente.  Ambas 
observaciones  son  consistentes  con  un  grado  marcado  de 
estimulación  policlonal  (que  se  caracteriza  por  la  presencia 
de  una  variedad  de  anticuerpos)  in  vivo,  lo  que  sugiere  que  el 
agente  causal  que  se  busca  en  el  síndrome  de  inmunodeficien- 
cia adquirida  sea  del  tipo  viral  y que  se  comporta  similar- 
mente (en  el  sentido  de  su  interacción  con  el  sistema  B)a  los 
virus  de  la  familia  herpes.  No  obstante,  la  coincidencia  de 
cultivos  positivos  para  citomegalovirus,  Epstein-Barr  y hepa- 
titis en  los  casos  reportados  en  esta  investigación,  no  permite 
adjudicar  contundentemente  los  cambios  en  el  sistema  B al 
agente  que  pueda  estar  involucrado  en  el  síndrome  de  inmu- 
nodeficiencia adquirida. 

De  corroborarse  esta  evidencia  en  grupos  más  numero- 
sos, ésto  conllevaría  el  relacionar  el  proceso  de  alteración 
inmunológica  de  esta  condición  con  el  que  se  conoce  en 
enfermedades  autoinmunes  como  el  lupus  eritematoso  sisté- 
mico  donde  también  hay  activación  policlonal  del  sistema  B. 
Los  tres  posibles  mecanismos  a ser  postulados  para  explicar 
la  presencia  de  varios  tipos  de  anticuerpos  serían:  exceso  de 
actividad  colaboradora  favoreciendo  la  producción  de  anti- 
cuerpos por  el  sistema  B,  entre  los  cuales  pudieran  encon- 
trarse anticuerpos  con  efectos  sobre  las  células  T;  disminución 
en  actividad  de  célula  T supresora,  facilitando  la  actividad  del 
sistema  B (ya  que  queda  libre  de  inhibición);  y un  efecto 
directo  sobre  la  actividad  de  la  célula  B. 

Vemos,  pues,  que  se  acumula  evidencia  que  sugiere  dife- 
rencias en  expresión  de  las  sub-poblaciones  de  linfocitos  T y 
de  las  células  B en  los  pacientes  con  este  síndrome.  Parte  de  la 
problemática  envuelta  para  entender  todo  ésto  radica  en 
poder  captar  adecuadamente  diferencias  de  regulación  a 
nivel  de  distintos  tipos  de  linfocitos  por  medio  de  pruebas 
inmunológicas  confiables.  Algunos  métodos  no  distinguen 
entre  defectos  de  calidad  y defectos  de  cantidad. 

Por  lo  expuesto  anteriormente,  parece  ser  que  lo  vigente 
en  el  síndrome  de  inmunodeficiencia  adquirida  sigue  siendo 
la  búsqueda  del  agente  causal  (que  puede  que  actúe  tanto 
sobre  linfocitos  T como  sobre  linfocitos  B en  un  momento  u 
otro,  ya  sea  por  efecto  directo  o indirecto)  e investigar  la 


interacción  del  mismo  con  el  sistema  inmunológico  en  su 
totalidad. 

El  único  comentario  que  se  hará  sobre  las  modalidades 
terapeúticas  es  que  debido  a la  diversidad  en  la  presentación 
clínica  de  estos  casos,  a la  falta  de  correlación  absoluta  entre 
los  parámetros  inmunológicos  y el  cuadro  clínico  en  otros 
casos,  y a la  limitación  del  tiempo  en  que  se  han  ensayado 
estos  tratamientos,  no  puede  señalarse  una  forma  consistente 
para  manejar  el  estado  de  disfunción  inmunológica  en  estos 
pacientes.  Se  han  utilizado  agentes  inmunoestimulantes 
como  cimetidina,  interferon,  indometacina  e isoprinosine 
con  cierta  efectividad  a corto  plazo  en  un  número  limitado 
de  pacientes.  En  otros  casos  se  han  tratado  extractos  de 
hormonas  del  timo  y transplante  de  médula  ósea. 

En  este  volumen,  los  doctores  Christenson  y Ramírez 
Ronda  repasan  esta  entidad  e incluyen  en  su  artículo  las 
precauciones  para  el  personal  de  la  salud  y las  medidas  pre- 
ventivas recomendadas  por  los  Centros  para  el  Control  de 
Enfermedades  (CDC)  en  Atlanta.  Es  posible  que  siguiendo 
estas  pautas  estrictamente  se  pueda  contribuir  en  el  proceso 
de  contestar  las  preguntas  que  aún  permanecen  en  torno  al 
Síndrome  de  Inmunodeficiencia  Adquirida,  y que  por  ende 
mantienen  esta  entidad  en  foco. 


JL,  , Ux.í> 

María  de  Lourdes  Santaella,  M.D. 

Catedrática  Asociada 
Departamento  de  Medicina 
Escuela  de  Medicina 
Universidad  de  Puerto  Rico 
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Carcinoma  de  Próstata: 

Importancia  de  la 
Gradación  Histológica 

María  Castillo-Slaab,  M.D. 

El  carcinoma  de  próstata  es  un  tumor  multicéntrico  de 
un  comportamiento  clínico  poco  predecible  que  afecta 


mayormente  a pacientes  entre  los  55  y 60  años  de  edad.  En 
Puerto  Rico  la  incidencia  actual  es  de  36.4%  y en  los  Estados 
Unidos  de  Norteamérica  de  69.2%  donde  representa  el 
segundo  cáncer  más  común  y la  tercera  causa  de  muerte  por 
cáncer  en  el  hombre. 

Los  indicadores  pronósticos  más  importantes  que  deter- 
minan el  comportamiento  biológico,  tratamiento  y sobrevida 
de  los  carcinomas  son: 

1.  el  estudio  clínico,  o sea,  localización  o extensión  de  la 
lesión  al  exámen  inicial  del  paciente 

2.  la  gradación  histológica  del  tumor. 


Fig.  1.  Adenocarcinoma  de  próstata  moderadamente  diferenciado.  Glándulas  grado  2 un  poco  parecidas  a glándulas  normales. 


Fig.  2.  Carcinoma  anaplástico  de  próstata.  No  hay  formación  de  glándulas  grado  4. 
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Clínicamente  los  estadios  de  presentación  se  subdividen 
en  A,  B,  C y D dependiendo  de  la  extensión  de  la  lesión. 
(Tabla  1). 

Los  casos  de  estadio  A,  carcinoma  localizado  y bien 
diferenciado  histológicamente,  o sea,  formando  glándulas 
bien  parecidas  a glándulas  normales  (grado  I)  tienen  una 
sobrevida  a cinc  años  de  90%,  aún  con  tratamiento 
conservador. 

Por  el  con  ario,  casos  de  estadio  A2  con  histología  tumo- 
ral  de  r adulas  poco  diferenciadas  necesitan  tratamiento 
más  agresivo  pues  la  enfermedad  progresa  y disminuye  la 
sobrevida.  De  un  20  a un  25%  de  pacientes  estadio  A2  someti- 
dos a cirugía  presentan  metástasis  a los  ganglios  pélvicos. 

La  presentación  clínca  más  común  de  carcinoma  de  prós- 
tata en  Puerto  Rico  y en  Estados  Unidos  lo  constituyen  casos 
con  enfermedad  avanzada,  estadios  clínicos  C y D.  Un  65  a 
70%  de  estos  casos  presentan  un  grado  histológico  poco 
diferenciado,  pero  un  25%  a un  30%  son  clasificados  como 
carcinomas  de  próstata  bien  diferenciados. 

El  hallazgo  de  carcinoma  “oculto”  o “latente”  en  pacien- 
tes autopsiados  de  edad  avanzada  (sobre  75  años)  es  de  un 
30%  aproximadamente  y no  entendemos  por  qué  esta  lesión 
no  les  causa  la  muerte  y sin  embargo  la  misma  enfermedad 
progrese  en  otro  grupo  de  casos,  particularmente  en  pacien- 
tes con  carcinoma  de  próstata  estadio  A2. 

TABLA  1 


Estadios  Clínicos  de  Carcinoma  de  Próstata 


Estadio 

Descripción 

A 

Hallazgo  incidental.  Carcinoma  oculto  o latente. 

A, 

Focal,  presente  en  menos  de  3 laminillas  (tumor 
bien  diferenciado) 

a2 

Difuso.  Presente  en  más  de  3 laminillas,  (tumor 
poco  diferenciado). 

B, 

Tumor  circunscrito  a la  próstata. 

b2 

Nodulo  de  1.5cm  en  un  lóbulo  solamente. 

B 

Nodulo  de  1.5cm  en  uno  o en  ambos  lóbulos  de  la 
próstata. 

C 

Tumor  localizado  en  el  área  periprostática. 

C, 

Tumor  que  aún  no  se  ha  extendido  a las  vesículas 
seminales. 

c2 

Tumor  que  invade  las  vesículas  seminales  y el 
cuello  de  la  vejiga. 

D 

Enfermedad  diseminada.  Metástatis  a ganglios 
regionales  y a huesos. 

Murphy,  E.P.,  Cancer  1978. 


La  mayoría  de  los  casos  de  carcinoma  de  próstata  se 
diagnostican  en  pacientes  con  síntomas  obstructivos  igual  a 
los  producidos  por  la  hiperplasia  adenomatosa  de  la  próstata 
lo  cual  es  una  condición  benigna. 

Los  síntomas  de  carácter  obstructivo  están  acompañados 
de  dolor,  irritación  de  la  vejiga,  dolor  óseo  debido  a metásta- 
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sis  y una  elevación  de  fosfatasa  ácida  en  suero.  Al  examen 
rectal  la  próstata  se  siente  dura  a la  palpación  digital.  Las 
metástasis  óseas  son  radiográficamente  osteoblásticas. 

La  fosfatasa  ácida  sérica  se  encuentra  elevada  en  los  casos 
diseminados  de  cáncer  de  próstata  particularmente  si  el 
tumor  forma  glándulas,  pues  en  los  casos  de  marcada  anapla- 
sia puede  no  estar  elevada. 

La  próstata  es  una  glándula  compuesta  por  células  epite- 
liales, glándulas  y estroma  fibromuscular.  La  gradación  histo- 
lógica de  cáncer  de  próstata  conlleva  evaluar  todos  estos 
componentes  y determinar  además  el  volumen  de  tejido 
tumoral. 

El  carcinoma  de  próstata  es  de  tipo  adenocarcinoma  en 
95%  de  los  casos.  La  gradación  histológica  de  los  tumores 
malignos  está  basada  en  los  conceptos  de  Broders  quien  en 
1926  clasificó  los  tumores  en  bien  diferenciados  si  el  tejido 
tumoral  se  parecía  al  tejido  que  le  da  origen,  pobremente 
diferenciado,  anaplástico  o indiferenciado  si  no  se  parece  al 
tejido  original  y grados  intermedios  llamados  moderada- 
mente diferenciados. 

Al  presente  está  demostrado  que  la  actividad  biológica 
del  cáncer  de  próstata  está  directamente  relacionada  a su 
gradación  histológica. 

Queremos  en  este  trabajo  presentar  las  distintas  clasifica- 
ciones de  gradación  histológica  de  carcinoma  de  próstata 
más  aceptadas  en  la  literatura  médica. 

La  clasificación  de  Mostofi  evalúa  la  anaplasia  celular  y la 
apariencia  de  las  glándulas  malignas  o la  diferenciación  glan- 
dular (Tabla  2).  El  doctor  Mostofi  describe  tres  grados  I,  II, 
III. 

TABLA  2 


Gradación  Histológica  de  Mostofi 


Grado  I Glándulas  tapizadas  por  células  epiteliales 
con  poca  anaplasia  nuclear.  Histológicamente 
muy  parecidas  a glándulas  normales. 

Grado  II  Glándulas  tapizadas  por  células  epiteliales 
mostrando  anaplasia  nuclear  moderada. 

Grado  III  Glándulas  tapizadas  por  células  epiteliales 
con  marcada  anaplasia  nuclear.  Tumor  poco 
diferenciado  que  no  forma  glándulas. 


Mostofi,  F.K.,  Cancer  Chemotherapy,  Rep.  59:111-117.  1975. 

La  forma  de  las  glándulas,  su  arreglo  o patrón  y la  manera 
de  infiltrar  el  estroma  son  el  método  usado  por  Gleason 
(Tabla  3).  El  Dr.  Gleason  reconoce  cinco  patrones  histológi- 
cos. Se  identifican  un  patrón  primario  y un  patrón  secundario 
en  el  tejido  examinado  y se  leda  una  gradación  a cada  patrón. 
La  suma  de  estos  dos  patrones  determina  la  actividad  bioló- 
gica del  tumor.  Mientras  más  alto  sea  el  número  obtenido 
mayor  grado  de  anaplasia  y agresividad  tumoral.  Los  pacientes 
con  carcinoma  de  próstata  con  patrón  primario  de  3 y patrón 
secundario  de  4 a la  suma  se  clasifican  como  tipo  7 lo  cual 
indica  un  tumor  bastante  agresivo  cuando  lo  comparamos 
con  un  paciente  que  tenga  patrón  primario  de  1,  secundario 
de  2.  La  suma  de  estos  patrones  es  3 lo  que  indica  un  tipo  de 
tumor  menos  agresivo.  La  clasificación  del  doctor  Gaeta 
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(Tabla  4)  evalúa  el  aspecto  de  las  glándulas,  la  relación  con  el 
estroma  y el  pleomorfismo  nuclear.  El  Dr.  Gaeta  describe 
cuatro  grados  1,  2,  3,  4. 


TABLA  3 


Gradación  Histológica  de  Gaeta 

Grado 

Glándulas 

Células 

I 

Bien  definidas,  pe- 
queñas,medianas  o 
grandes  en  tamaño, 
separadas  por  esca- 
so tejido  estromal. 

Uniformes  y de  tamaño 
normal.  Nucléolos  presen- 
tes pero  no  prominentes. 

11 

Pequeñas  y media- 
nas separadas  por 
una  cantidad  mode- 
rada de  tejido  es- 
tromal. 

Ligero  pleomorfismo  ce- 
lular. 

Nucléolos  prominentes. 

III 

Acinos  glandulares 
pequeños.  Pérdida  de 
la  organización  del 
patrón  glandular. 
Patrón  glandular  cri- 
biforme. Patrón  es- 
cirroso  con  abun- 
dante estroma. 

Marcado  pleomorfismo 
celular.  Núcleo  vesiculado. 
Nucléolos  acidofilos. 

IV 

Masas  de  grupos  de 
células  tomorales  sin 
formación  glandular. 

Células  grandes  o peque- 
ñas uniformes  pleomórfi- 
cas;  gran  número  de  mito- 
sis.  Anaplasia  severa. 

Gaeta,  J.  Journal  of  Urology,  23:689,  1980. 

TABLA  4 


Gradación  Histológica  de  Gleason 

Patrón  1 Glándulas  bien  definidas  de  mediano  tamaño, 
apiñadas  y agrupadas  en  masas  circunscritas. 
Tumor  bien  diferenciado. 

Patrón  2 Parecido  al  patrón  1.  Glándulas  pequeñas  y 
medianas,  variando  en  tamaño  y forma.  Ati- 
pia celular.  Glándulas  agrupadas  en  masas 
circunscritas  aunque  de  márgenes  menos 
definidas. 

Patrón  3 Parecido  al  patrón  2.  Irregularidad  en  el 
tamaño  y forma  de  las  glándulas.  Glándulas 
pequeñitas  y células  aisladas  invadiendo  el 
estroma.  Cordones  y masas  de  células  malig- 
nas con  arreglo  glandular.  Puede  presentar 
arreglo  papilar  o cribiforme. 

Patrón  4 Células  grandes,  claras,  creciendo  en  forma 
difusa.  Puede  presentar  formación  glandular. 
Patrón  de  hipernefroma. 

Patrón  5 Masas  sólidas  y crecimiento  difuso  de  células 
malignas  sin  patrón  glandular.  Tumor  muy 
poco  diferenciado. 


La  última  gradación  aparecida  en  a literatura  médica  es 
la  del  Hospital  M.D.  Anderson  (Tabla  5)  en  la  cual  se  evalúa 
el  porciento  del  volumen  del  tumor  que  forma  glándulas.  Los 
autores  describen  cuatro  grados  1,  2,  3,  4. 

No  quisiéramos  terminar  esta  presentación  sin  enfatizar 
la  importancia  del  diagnóstico  de  cáncer  de  próstata  en  esta- 
dios tempranos  o localizados  de  la  enfermedad  para  lo  cual  es 
necesario  el  examen  digital  rectal  prostático  en  hombres 
sobre  40  años  de  edad. 

TABLA  5 


Gradación  Histológica  de  Carcinoma  de  Próstata 

Grado 

1 72-100%  del  tumor  forma  glándulas.  0-25%  del 
tumor  no  forma  glándulas.  No  se  incluyen  tumo- 
res con  patrón  cribiforme  o papilar. 

2 50-75%  del  tumor  forma  glándulas.  25-50%  del 
tumor  no  forma  glándulas.  Se  incluyen  tumores 
que  presentan  un  50%  o más  de  patrón  cribiforme 
o papilar. 

3 25-50%  del  tumor  forma  glándulas. 

50-75%  del  tumor  no  forma  glándulas. 

4 0-25%  del  tumor  forma  glándulas. 

25-75%  del  tumor  no  forma  glándulas  (no 
diferenciado.) 


Brown,  P.,  Cancer  49:525-532,  1982. 
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Abstract:  Severe  local  reactions  following  accidental  Adria- 

mycin extravasation  during  its  intravenous  administration,  can 
occur.  These  may  cause  erythema,  phlebitis  and  edema  which 
may  progress  to  fibrosis,  necrosis  and  ulcer  formation.  All  these 
may  be  associated  with  significant  morbidity.  During  the  past  3 
years  we  have  performed  4,500  venipunctures  for  Adriamycin 
administration  and  only  5 episodes  of  extravasation  have  been 
observed,  one  of  whom  is  the  subject  of  this  presentation. 

After  reviewing  the  literature  and  in  view  of  this  experience, 
we  have  established  an  appropriate  protocol  to  follow  in  the 
management  of  accidental  extravasation  which  will  be  described 
in  detail. 

It  is  essential  that  the  problem  be  recognized  immediately  so 
that  treatment  be  started  accordingly  to  avoid  the  serious 
complications  which  occur  if  the  condition  is  not  detected 
promptly. 

Adriamycin  (doxorubicin  hydrochloride,  Adria  Labora- 
tories, Wilmington,  Delaware)  is  a cytotoxic  anthra- 
cycline  antibiotic  isolated  in  1967  from  cultures  of  Strep- 
tomyces  peucetius  caesius,  a soil  fungus.  It  acts  by  intercalating 
into  the  DNA  double  helix  of  the  tumoral  cells.  Multiple 
studies  have  shown  it’s  efficacy  as  a broad  spectrum  anti- 
tumor agent  and  it’s  use  is  increasing  in  frequency.  How- 
ever, in  spite  of  the  utmost  care  exercised  during  it’s 
intravenous  administration,  extravasation  into  the  surround- 
ing soft  tissues  unfortunately  may  occur,  with  severe  cellulitis 
and  secondary  massive  tissue  necrosis  with  exposure  of 
muscle,  tendons  and/or  bone.  The  expected  incidence  of 
accidental  and/or  inadvertent  Adriamycin  infiltration  is 
approximately  1/1000  cases.1  During  the  past  three  years  we 
have  performed  4,500  venipunctures  for  Adriamycin 
administration,  and  have  observed  only  5 episodes  of 
extravasation  for  an  overall  incidence  of  0.1 1 per  cent.  This 
compares  favorably  with  that  reported  from  other  centers.2 

The  purpose  of  this  paper  is  to  describe  a case  with 
Adriamycin  extravasation  and  to  formulate  an  approach  to 
its  management. 


From  the  Hematology-Medical  Oncology  Section.  University  Hospital, 
Puerto  Rico  Medical  Center.  GPO  Box  5067,  San  Juan,  Puerto  Rico  00936. 

This  work  was  supported  in  part  by  Grant  H2RI0CA 12223  from  the 
National  Cancer  Institute. 


A 50  years  old  female  with  the  diagnosis  of  Hodgkin’s 
Disease,  Nodular  sclerosis.  Stage  IV  B M+H+  was  referred  to 
our  hospital  because  of  progression  of  her  disease  in  spite  of 
treatment.  She  had  received  one  course  of  chemotherapy  with 
the  MOPP  regimen  (nitrogen  mustard,  vincristine,  pro- 
carbazine and  prednisone).  Twenty  eight  days  later  the 
patient  received  one  course  of  ABVD  chemotherapy  (Adria- 
mycin, Bleomycin,  Velban  and  Dacarbazine).  She  developed 
acute  extravasation  of  the  Adriamycin  and  was  referred  to  us 
for  management  two  weeks  later. 

On  examination  the  patient  appeared  chronically  ill, 
bedridden  and  afebrile.  She  presented  an  extensive  ulcer  in 
the  anterior  aspect  of  her  left  upper  forearm  with  two  weeks 
of  evolution  which  contained  grossly  abundant  necrotic 
tissue  with  pockets  of  exudative  material.  The  ulcer  was  deep- 
seated  with  exposure  of  all  the  muscular  layers  and  a wide 
crater  measuring  9 cm  in  its  longest  diameter.  (Figure  1) 
Cultures  of  the  ulcer  yielded  Staphylococcus  aureus  and  she 
received  systemic  antibiotherapy  accordingly.  Surgical 
debridement  with  removal  of  the  necrotic  material  was  not 
possible  because  of  the  close  proximity  to  the  brachial  artery. 
The  wound  measured  11  cm.  x 5.5  cm.  and  was  left  open, 
irrigated  3 times  per  day  with  saline  solution  and  covered 
with  sterile  gauzes.  One  week  later,  physical  therapy  was 
instituted  to  avoid  contractures,  and  by  the  20th  day  post 
surgery,  granulation  tissue  appeared  and  the  ulcer  crater 
measured  9.5  cm.  in  its  largest  diameter.  Due  to  the  wide 
extension  of  the  wound,  a skin  graft  was  planned  but  by  the 
40th  post  operative  day  a conservative  and  corrective 
surgical  approach  by  approximation  of  the  layers  was 
performed  successfully.  The  wound  healed  completely  as 
shown  in  figure  2.  Subsequently,  the  patient  recovered  fully 
with  normal  active  function  of  the  extremity. 


Figure  1.  Deep  sealed  ulcer,  exposed  muscular  layers.  Wide  (9cm.)  crater. 
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Figure  2.  Completely  healed  lesion. 


Discussion 

After  extravasation  of  Adriamycin  several  local  reactions 
can  occur.  These  may  cause  extensive  skin  ulceration  with 
destruction  of  the  underlying  neurovascular  structures, 
tendons  and  joints,  leading  to  secondary  functional  impair- 
ment of  the  involved  extremity.  Several  stages  of  skin  injury 
have  been  described  including  local  pain,  induration  and 
erythema  (figure  3)  progressing  to  phlebitis,  edema  and  local 
infection  (figure  4).  These  may  progress  to  more  induration. 


Adriamycin  Tissue  Injury 

fibrosis,  central  necrosis  and  ulcer  formation.  The  initial  skin 
lesion  should  no  be  confused  with  the  local  urticarial 
reactions  that  commonly  may  appear  as  an  erythematous, 
pruritic  erythematous  lesion  appearing  along  the  course  of 
the  vein  during  drug  infusion.  This  normaly  improves  either 
spontaneously  or  with  the  administration  of  antihistamines.3 

The  skin  ulcers  are  similar  to  the  one  seen  in  our  patient 
and  are  usually  deep-seated,  contain  cellular  and  necrotic 
debris  with  edges  devoid  of  granulation  tissue.4  The 
development  of  these  ulcers  can  be  indolent  in  character,  slow 
and  progressive  taking  from  one  to  three  months  to  develop 
fully.  The  skin  may  initially  show  only  a small  blister  with  a 
hidden  ulcer  which  may  extend  to  the  bone.  Experimental 
microscopic  and  fluoromicroscopic  studies  show  that  the 
earliest  changes  after  extravasation  are  vascular  obliteration 
and  necrobiosis  of  the  collagen  without  evidence  of  an 
inflammatory  response.5  Persistence  of  the  drug  locally  after 
at  least  7 days  of  the  intradermal  injection  can  be 
demonstrated.  The  mechanism  by  which  the  skin  ulcers 
secondary  to  Adriamycin  extravasation  are  so  extensive  is 
unknown.  It  has  been  suggested  that  tissue  DNA  intercala- 
tion occurs  with  superoxide  formation,  and  local  recycling  of 
the  drug  until  it  is  activated  and/or  systemically  absorbed.6 
This  process  may  be  responsible  for  retention  of  the  agent  in 
the  tissues  for  many  weeks.  Other  chemotherapeutic  agents  in 
common  use  may  also  cause  similar  tissue  injury.7  (Table  1) 


TABLE  I 


Chemoterapeutic  Agent  Commonly 

Associated  with  Tissue  Injury  if  Extravasated 

Generic 

Commercial 

Name 

Name 

Dactinomycin 

Actinomycin  D;  Cosmegen 

Daunorubicin 

Daunomycin;  Cerubidine 

Doxorubicin 

Adriamycin 

Mechlorethamine 

Nitrogen  mustard;  Mustargen 

Mithramycin 

Mithracin 

Mitomycin 

Mutamycin 

Streptoxocin 

Streptozotocin;  Zanosar 

Vinblastine 

Velban 

Vincristine 

Oncovin 

Several  predisposing  factors  in  the  development  of 
extravasation  and  skin  ulcers  have  been  described  such  as 
generalized  vascular  disease,  prolonged  peripheral  drug 
infusion,  high  drug  concentration,  the  presence  of  superior 
vena  cava  syndrome,  the  site  of  the  injection,  occurrence  of 
multiple  perforations  in  the  vein  about  the  infusion  site,  and 
previous  radiation  therapy  with  exacerbation  at  the  site  of 
radiation  or  at  the  site  of  a previous  infusion.  This  is  known 
as  the  recall  phenomenon.8  9 

Controversies  exist  in  the  literature  as  to  the  best  method 
of  treating  the  extravasation.  Many  antidotes  have  been 
recommended  to  reduce  the  morbidity  of  these  ulcers,  such  as 
anthistamines,  sodium  bicarbonate,  vitamin  E,  Mucomyst, 
hyaluronidase,  continuous  saline  infusions,10  11  and  adminis- 
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tration  of  alpha-adrenergic  blockers.12  However,  experi- 
mental studies  have  failed  to  prove  their  benefits.  Zweig13 
treated  six  ulcers  of  less  than  5 cm.  in  diameter  successfully 
with  streptokinase,  streptodornase,  and  removal  of  the 
necrotic  tissue,  followed  by  sodium  hypochlorite  dressings. 
Hoot  et  al14  have  advocated  the  use  of  topical  steroids  locally 
and  local  steroid  injections  directly  into  the  area  of 
extravasation,  in  order  to  decrease  morbidity  and  ameliorate 
the  injury.  Others6  have  proposed  the  use  of  antidotes  and 
still  others'  5 17  have  reported  complications  of  local  steroid 
injections.  Rudolph  et  al4  have  been  working  with  a rat  model 
which  hopefully,  will  bear  new  information.  Spontaneous 
healing  is  rare,  but  may  occur  in  those  lesions  measuring  less 
than  2 cm.  in  diameter.15  Currently,  the  best  treatment  of 
these  ulcers  consists  of  excision  followed  by  early  grafting. 
Prompt  and  wide  excision  of  all  tissues  that  show  redness, 
swelling  or  induration,  including  a rim  of  the  surrounding 
normal  tissues,  should  be  performed  with  placement  of  a split 
thickness  graft.  In  the  case  of  periosteal  involvement,  flap 
coverage  is  required.16 

Conclusions 

The  results  presented  in  our  patient  demonstrate  that 
morbidity  and  disability  can  be  decreased  if  prompt 
recognition  of  the  problem  occurs.  Skin  ulcers  are  important, 
though  infrequent  complications  of  the  administration  of 
many  vesicant  chemotherapeutic  agents.  Since  there  are 
many  predisposing  factors,  even  the  most  experienced  and 
highly  trained  oncologist  or  nurse  oncologist  may  experience 
an  accidental  extravasation.  Well  informed  patients  nowa- 
days are  fully  aware  of  the  systemic  side  effects  caused  by 
chemotherapeutic  agents.  They  are  generally  anxious  prior  to 
their  administration;  thus  involuntary  movements  with 
secondary  extravasation  may,  and  at  times,  do  occur. 

Management  of  the  extra vasated  area  is  far  from  uniform. 
It  is  expected  that  as  more  cases  are  reported,  a more  uniform 
approach  will  emerge.  Mentioned  preventive  measures 
include:  the  use  of  bland  catheters,  avoidance  of  multiple 
venipunctures  and  prolonged  peripheral  infusions,  rapid 
administration  of  the  drug-containing  solution  followed  by 
intravenous  saline  to  flush  the  line,  avoidance  of  veins  in  the 
wrist  and  dorsum  of  the  hand,  prevention  of  administration 
in  areas  with  lymphatic  or  venous  obstruction  or  previous 
irradiation,  and  areas  proximal  to  joints  and  finally,  proper 
training  of  personnel  in  charge  of  the  administration. 

In  view  of  the  experience  in  our  five  cases  in  whom 
Adriamycin  extravasation  occured,  one  of  whom  is  herein 
reported,  we  have  established  the  following  measures  to 
properly  handle  these  cases  in  our  institution:  1.  Stop  the 
infusion  immediately,  flush  the  area  with  abundant  quantities 
of  fresh  normal  saline  solution  and  pack  with  ice.  2. 
Administer  2-3  subcutaneous  hydrocortisone  injections 
immediately  at  the  extravasation  site  and  cover  the  area  with 
hydrocortisone  cream  until  the  erythema  and  the  edema 
cease.  3.  Keep  the  extremity  elevated  and  continue  application 
of  ice  bags  intermittently  for  48  hours.  Aftr  this  period, 
physical  therapy  should  be  started  to  avoid  contractures.  If  a 
necrotic  area  develops  or  if  the  patient  complains  of  severe 
progressive  and  intractable  pain,  extensive  excision  of  all  the 
necrotic  and  erythematous  tissues,  including  a rim  of  the 
surrounding  normal  tissues,  should  be  performed  as  soon  as 


the  margins  are  delineated.  Skin  grafting  should  be  planned 
to  cover  the  defect.  In  case  of  periosteal  involvement  by  the 
ulcer,  flap  coverage  may  be  necessary.  Physical  therapy 
should  be  promptly  re-instituted  one  week  after  grafting.  An 
occassional  patient  will  develop  intractable  pain  and  indura- 
tion without  ulceration  at  the  injection  site  which,  in  our 
experience,  is  a self  limited  condition  responding  promptly  to 
conservative  local  management  and  physiotherapy. 

The  serious  risks  and  mobidity  associated  with  skin  ulcers 
secondary  to  chemotherapeutic  agent  extravasation  can  be 
ameliorated,  if  appropiate  and  prompt  measures  are  institut- 
ed by  those  concerned  with  their  administration.  Proper 
training  of  the  medical  and  paramedical  personnel  involved  is 
an  essential  part  of  good  oncology  training  for  physicians  and 
nurses  as  well.  Prevention  is  the  best  way  to  avoid  unneccesary 
morbidity  in  these  chronically  ill  patients  even  though  one 
must  recognize  that  extravasation  may  occur  inadvertently, 
regardless  of  all  measures  employed.  When  it  occurs  it  is 
essentially  important  to  proceed  rapidly  with  the  recom- 
mended therapeutic  measures  to  avoid  permanent  tissue 
damage.  A more  specific  set  of  recommendations  may  be 
forthcomming  as  more  cases  are  reported  and  treated 
successfully  and  as  studies  in  animal  models  are  completed. 
However,  even  at  this  price,  it  is  small  when  one  is  aware  of 
the  great  benefits  in  prolongation  of  life  and  even  curability 
of  the  many  patients  so  treated. 


Resumen:  La  extravasación  accidental  de  Adriamicina 

durante  su  administración  intravenosa  puede  causar  serias 
reacciones  locales  como  eritema,  flebitis  y edema.  En  algunos 
casos  estas  reacciones  progresan  a fibrosis,  necrosis  y finalmente 
a la  ulceración  del  área  afectada.  Estas  complicaciones  pueden 
estar  asociadas  a una  morbilidad  significativa.  Durante  los 
últimos  3 años  hemos  efectuado  en  el  Hospital  Universitario 
unas  4,500  administraciones  intravenosas  de  Adriamicina  y sólo 
5 episodios  de  extravasación  se  han  observado,  uno  de  los  cuales 
es  el  objeto  de  esta  presentación. 

Luego  de  revisar  la  literatura  y nuestra  experiencia,  hemos 
establecido  un  protocolo  para  el  manejo  de  la  extravasación  de 
este  agente  quimioterapeútico  en  nuestros  pacientes  el  cual 
describimos  en  detalle. 

Enfatizamos  la  importancia  de  reconocer  el  problema  con 
prontitud  para  instituir  el  tratamiento  adecuado  lo  antes  posible 
evitando  así  las  complicaciones  descritas. 
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In  vitro  studies  demonstrate 


Bactericidal  activity 


with  minimal 
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Percent  of  isolates  of  common  uropathogens  sensitive  to  BACTRIM  and  to  other  antimicrobials 
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Kill  curve  kinetics  of  Bactrim 
and  its  individual  components 
against  E.  coii  in  vitro. 1 


'Analogous  to  cephalothin,  the  primary  antibiotic  disc  used  in  testing. 

Source:  The  Bacteriologic  Report,  BAC-DATA  Medical  Information  Systems,  Inc  , Winter  Series,  1981-82 
Numbers  under  percentages  refer  to  the  projected  number  of  isolates  tested 


The  bactericidal  action  of  Bactrim  has  been  demonstrated  in  vitro  on  laboratory  strains 
of  E.  coli 12  and  on  clinical  isolates  of  E.  coli,  Klebsiella-Enterobacter,  Proteus  mirabilis 
and  Morganella  morganii3 — the  most  common  causative  organisms  of  urinary  tract 
infections.4  More  than  100  published  studies  attest  to  the  efficacy  of  Bactrim  in  recurrent 
urinary  tract  infections  due  to  these  organisms.5  In  comparative  studies  with  other  antimi- 
crobials, Bactrim  has  consistently  demonstrated  unsurpassed  efficacy  during  therapy6'11 
Resistance  to  Bactrim  develops  more  slowly  than  to  either  of  its  components  alone 
in  vitro*  Among  urinary  tract  isolates,  resistance  has  rarely  emerged  in  susceptible 
strains.5-12  Bactrim  is  contraindicated  in  pregnancy  at  term,  during  lactation,  in  infants  less 
than  two  months  old  and  in  documented  megaloblastic  anemia  due  to  folate  deficiency 
Initial  episodes  of 
uncomplicated  urinary 
infections  should  be 
treated  with  a single- 
agent antimicrobial. 

(trimethoprim  and  sulfamethoxazole/Roche} 


Bactrim  DS 


b.i.d.  for  recurrent  urinary  tract  infections 

*ln  vitro  data  do  not  necessarily  predict  clinical  results. 


Copyright  © 1983  by  Hoffmann-La  Roche  inc  aii  rights  reserved  See  next  page  for  references  and  a summary  of  product  information. 
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Bactrim  DS 

(trimethoprim  and  sulfamethoxazole/Roche) 


Before  prescribing,  please  consult  complete  product  information,  a summary  of 
which  follows: 

Indications  and  Usage:  For  the  treatment  of  urinary  tract  infections  due  to  sus- 
ceptible strains  of  the  following  organisms:  Escherichia  coli,  Klebsiella-Entero- 
bacter,  Proteus  mirabiiis,  Proteus  vulgaris,  Proteus  morganii.  It  is  recommended 
that  initial  episodes  of  uncomplicated  urinary  tract  infections  be  treated  with  a 
single  effective  antibacterial  agent  rather  than  the  combination.  Note  The 
increasing  frequency  of  resistant  organisms  limits  the  usefulness  of  all  antibacterials, 
especially  in  these  urinary  tract  infections. 

For  acute  otitis  media  in  children  due  to  susceptible  strains  of  Haemophilus 
influenzae  or  Streptococcus  pneumoniae  when  in  physician's  judgment  it  offers 
an  advantage  over  other  antimicrobials.  To  date,  there  are  limited  data  on  the 
safety  of  repeated  use  of  Bactrim  in  children  under  two  years  of  age.  Bactrim  is 
not  indicated  for  prophylactic  or  prolonged  administration  in  otitis  media  at  any 
age. 

For  acute  exacerbations  of  chronic  bronchitis  in  adults  due  to  susceptible 
strains  of  Haemophilus  influenzae  or  Streptococcus  pneumoniae  when  in  physi- 
cian's judgment  it  offers  an  advantage  over  a single  antimicrobial  agent. 

For  enteritis  due  to  susceptible  strains  of  Shigella  flexneri  and  Shigella  sonnet 
when  antibacterial  therapy  is  indicated. 

Also  for  the  treatment  of  documented  Pneumocystis  carinii  pneumonitis. 
Contraindications:  Hypersensitivity  to  trimethoprim  or  sulfonamides;  patients  with 
documented  megaloblastic  anemia  due  to  folate  deficiency;  pregnancy  at  term;  nursing 
mothers  because  sulfonamides  are  excreted  in  human  milk  and  may  cause  kermc- 
terus,  infants  less  than  2 months  of  age 

Warnings:  BACTRIM  SHOULD  NOT  BE  USED  TO  TREAT  STREPTOCOCCAL 
PHARYNGITIS.  Clinical  studies  show  that  patients  with  group  A p-hemolytic  strepto- 
coccal tonsillopharyngitis  have  higher  incidence  of  bacteriologic  failure  when  treated 
with  Bactrim  than  do  those  treated  with  penicillin  Deaths  from  hypersensitivity  reac- 
tions. hepatocellular  necrosis,  agranulocytosis,  aplastic  anemia  and  other  blood  dys- 
crasias  have  been  associated  with  sulfonamides  Experience  with  trimethoprim  is 
much  more  limited  but  occasional  interference  with  hematopoiesis  has  been  reported 
as  well  as  an  increased  incidence  of  thrombopema  with  purpura  in  elderly  patients  on 
certain  diuretics,  primarily  thiazides  Sore  throat,  fever,  pallor,  purpura  or  jaundice  may 
be  early  signs  of  serious  blood  disorders  Frequent  CBCs  are  recommended;  therapy 
should  be  discontinued  if  a significantly  reduced  count  of  any  formed  blood  element  is 
noted. 

Precautions:  General  Use  cautiously  in  patients  with  impaired  renal  or  hepatic  func- 
tion, possible  folate  deficiency,  severe  allergy  or  bronchial  asthma  In  patients  with 
glucose-6-phosphate  dehydrogenase  deficiency,  hemolysis,  frequently  dose-related, 
may  occur  During  therapy,  maintain  adequate  fluid  intake  and  perform  frequent  urinal- 
yses. with  careful  microscopic  examination,  and  renal  function  tests,  particularly  where 
there  is  impaired  renal  function  Bactrim  may  prolong  prothrombin  time  in  those  receiv- 
ing warfarin;  reassess  coagulation  time  when  administering  Bactrim  to  these  patients 
Pregnancy  Teratogenic  Effects:  Pregnancy  Category  C Because  trimethoprim  and 
sulfamethoxazole  may  interfere  with  folic  acid  metabolism,  use  during  pregnancy  only 
if  potential  benefits  justify  the  potential  risk  to  the  fetus 
Adverse  Reactions:  All  major  reactions  to  sulfonamides  and  trimethoprim  are 
included,  even  if  not  reported  with  Bactrim  Blood  dyscrasias:  Agranulocytosis,  aplas- 
tic anemia,  megaloblastic  anemia,  thrombopenia,  leukopenia,  hemolytic  anemia,  pur- 
pura. hypoprothrombinemia  and  methemoglobinemia  Allergic  reactions  Erythema 
multiforme,  Stevens-Johnson  syndrome,  generalized  skin  eruptions,  epidermal  necrol- 
ysis, urticaria,  serum  sickness,  pruritus,  exfoliative  dermatitis,  anaphylactoid  reactions, 
periorbital  edema,  conjunctival  and  scleral  injection,  photosensitization,  arthralgia  and 
allergic  myocarditis  Gastrointestinal  reactions  Glossitis,  stomatitis,  nausea,  emesis, 
abdominal  pains,  hepatitis,  hepatocellular  necrosis,  diarrhea,  pseudomembranous  coli- 
tis and  pancreatitis  CNS  reactions  Headache,  peripheral  neuritis,  mental  depression, 
convulsions,  ataxia,  hallucinations,  tinnitus,  vertigo,  insomnia,  apathy,  fatigue,  muscle 
weakness  and  nervousness  Miscellaneous  reactions:  Drug  fever,  chills,  toxic 
nephrosis  with  oliguria  and  anuria,  periarteritis  nodosa  and  L E phenomenon  Due  to 
certain  chemical  similarities  to  some  goitrogens.  diuretics  (acetazolamide,  thiazides! 
and  oral  hypoglycemic  agents,  sulfonamides  have  caused  rare  instances  of  goiter  pro- 
duction, diuresis  and  hypoglycemia  in  patients;  cross-sensitivity  with  these  agents  may 
exist.  In  rats,  long-term  therapy  with  sulfonamides  has  produced  thyroid  malignancies 
Dosage:  Not  recommended  tor  infants  less  than  two  months  of  age. 

URINARY  TRACT  INFECTIONS  AND  SHIGELLOSIS  IN  ADULTS  AND  CHILDREN. 
AND  ACUTE  OTITIS  MEDIA  IN  CHILDREN 

Adults:  Usual  adult  dosage  for  urinary  tract  infections — 1 DS  tablet  (double  strength), 

2 tablets  (single  strength)  or  4 teasp  (20  ml)  bid  for  10-14  days  Use  identical  daily 
dosage  for  5 days  for  shigellosis 

Children:  Recommended  dosage  for  children  with  urinary  tract  infections  or  acute  otitis 
media — 8 mg/kg  trimethoprim  and  40  mg/kg  sulfamethoxazole  per  24  hours,  in  two 
divided  doses  for  10  days  Use  identical  daily  dosage  for  5 days  for  shigellosis 
For  patients  with  renal  impairment  Use  recommended  dosage  regimen  when  creati- 
nine clearance  is  above  30  ml/mm  If  creatinine  clearance  is  between  15  and  30  ml/min, 
use  one-half  the  usual  regimen.  Bactrim  is  not  recommended  if  creatinine  clearance  is 
below  15  ml/min 

ACUTE  EXACERBATIONS  OF  CHRONIC  BRONCHITIS  IN  ADULTS 
Usual  adult  dosage  1 DS  tablet  (double  strength).  2 tablets  (single  strength)  or 
4 teasp.  120  ml)  bid  for  14  days 
PNEUMOCYSTIS  CARINII  PNEUMONITIS: 

Recommended  dosage:  20  mg/kg  trimethoprim  and  100  mg/kg  sulfamethoxazole  per 
24  hours  in  equal  doses  every  6 hours  for  14  days  See  complete  product  information 
for  suggested  children's  dosage  table 

Supplied:  Double  Strength  (DS)  tablets,  each  containing  160  mg  trimethoprim  and 
800  mg  sulfamethoxazole,  bottles  of  100  and  500;  Tel-E-Dose®  packages  of  100; 
Prescription  Paks  of  20.  Tablets,  each  containing  80  mg  trimethoprim  and  400  mg 
sulfamethoxazole — bottles  of  100  and  500;  Tel-E-Dose®  packages  of  100;  Prescription 
Paks  of  40  Pediatric  Suspension,  containing  40  mg  trimethoprim  and  200  mg  sulfa- 
methoxazole per  teaspoonful  (5  ml);  cherry  flavored — bottles  of  100  ml  and  16  oz 
(1  pint)  Suspension,  containing  40  mg  trimethoprim  and  200  mg  sulfamethoxazole 
per  tea  spoonful  (5  ml);  fruit-licorice  flavored — bottles  of  16  oz  (1  pint) 


ROCHE  LABORATORIES 
Division  of  Hoffmann-La  Roche  Inc. 
Nutley,  New  Jersey  07110 
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BRIEF  SUMMARY 

PROCARDIA  ■ (nifedipine)  CAPSULES  For  Oral  Use 

INDICATIONS  AND  USAGE:  I Vasospastic  Angina:  PROCARDIA  (nifedipine)  is  indicated  tor  the 
management  ot  vasospastic  angina  confirmed  by  any  of  the  following  criteria  1 ) classical  pattern 
of  angina  at  rest  accompanied  by  ST  segment  elevation,  2)  angina  or  coronary  artery  spasm  pro- 
voked by  ergonovme,  or  3)  angiographically  demonstrated  coronary  artery  spasm  In  those  patients 
who  have  had  angiography,  the  presence  of  significant  fixed  obstructive  disease  is  not  incompatible 
with  the  diagnosis  of  vasospastic  angina,  provided  that  the  above  criteria  are  satisfied  PROCARDIA 
may  also  be  used  where  the  clinical  presentation  suggests  a possible  vasospastic  component  but 
where  vasospasm  has  not  been  confirmed,  e g . where  pain  has  a variable  threshold  on  exertion  or 
in  unstable  angina  where  electrocardiographic  findings  are  compatible  with  intermittent  vaso- 
spasm, or  when  angina  is  refractory  to  nitrates  and  or  adequate  doses  of  beta  blockers 

II  Chronic  Stable  Angina  (Classical  Effort-Associated  Angina):  PROCARDIA  is  indicated  for 
the  management  of  chronic  stable  angina  (eflort-associated  angina)  without  evidence  of  vasospasm 
in  patients  who  remain  symptomatic  despite  adequate  doses  of  beta  blockers  and  or  organic  nitrates 
or  who  cannot  tolerate  those  agents 

In  chronic  stable  angina  (eflort-associated  angina)  PROCARDIA  has  been  effective  in  controlled 
trials  of  up  to  eight  weeks  duration  in  reducing  angina  frequency  and  increasing  exercise  tolerance, 
but  confirmation  of  sustained  effectiveness  and  evaluation  of  long-term  safety  in  those  patients  are 
incomplete 

Controlled  studies  in  small  numbers  of  patients  suggest  concomitant  use  of  PROCARDIA  and 
beta  blocking  agents  may  be  beneficial  in  patients  with  chronic  stable  angina,  but  available  infor- 
mation is  not  sufficient  to  predict  with  confidence  the  effects  of  concurrent  treatment,  especially  in 
patients  with  compromised  left  ventricular  function  or  cardiac  conduction  abnormalities  When  in- 
troducing such  concomitant  therapy,  care  must  be  taken  to  monitor  blood  pressure  closely  since 
severe  hypotension  can  occur  from  the  combined  effects  of  the  drugs  (See  Warnings  ) 
CONTRAINDICATIONS:  Known  hypersensitivity  reaction  to  PROCARDIA 
WARNINGS:  Excessive  Hypotension:  Although  in  most  patients,  the  hypotensive  effect  of 
PROCARDIA  is  modest  and  well  tolerated,  occasional  patients  have  had  excessive  and  poorly  tol- 
erated hypotension  These  responses  have  usually  occurred  during  initial  titration  or  at  the  time  of 
subsequent  upward  dosage  adjustment,  and  may  be  more  likely  in  patients  on  concomitant  beta 
blockers 

Severe  hypotension  and  or  increased  fluid  volume  requirements  have  been  reported  in  patients 
receiving  PROCARDIA  together  with  a beta  blocking  agent  who  underwent  coronary  artery  bypass 
surgery  using  high  dose  fentanyl  anesthesia  The  interaction  with  high  dose  fentanyl  appears  to  be 
due  to  the  combination  ot  PROCARDIA  and  a beta  blocker,  but  the  possibility  that  it  may  occur  with 
PROCARDIA  alone  with  low  doses  of  fentanyl.  in  other  surgical  procedures,  or  with  other  narcotic 
analgesics  cannot  be  ruled  out  In  PROCARDIA  treated  patients  where  surgery  using  high  dose 
fentanyl  anesthesia  is  contemplated  the  physician  should  be  aware  of  these  potential  problems  and 
if  the  patient  s condition  permits,  sufficient  time  (at  least  36  hours)  should  be  allowed  for 
PROCARDIA  to  be  washed  out  of  the  body  prior  to  surgery 

Increased  Angina:  Occasional  patients  have  developed  well  documented  increased  frequency  du 
ration  or  severity  of  angina  on  starting  PROCARDIA  or  at  the  time  of  dosage  increases  The  mech- 
anism of  this  response  is  not  established  but  could  result  from  decreased  coronary  perfusion 
associated  with  decreased  diastolic  pressure  with  increased  heart  rate,  or  from  increased  demand 
resulting  from  increased  heart  rate  alone 

Beta  Blocker  Withdrawal:  Patients  recently  withdrawn  from  beta  blockers  may  develop  a with- 
drawal syndrome  with  increased  angina,  probably  related  to  increased  sensitivity  to  catechol- 
amines Initiation  of  PROCARDIA  treatment  will  not  prevent  this  occurrence  and  might  be  expected 
to  exacerbate  it  by  provoking  reflex  catecholamine  release  There  have  been  occasional  reports  of 
increased  angina  in  a setting  of  beta  blocker  withdrawal  and  PROCARDIA  initiation  It  is  important 
to  taper  beta  blockers  if  possible,  rather  than  stopping  them  abruptly  before  beginning 
PROCARDIA 

Congestive  Heart  Failure:  Rarely,  patients,  usually  receiving  a beta  blocker,  have  developed  heart 
failure  after  beginning  PROCARDIA  Patients  with  tight  aortic  stenosis  may  be  at  greater  risk  for 
such  an  event 

PRECAUTIONS:  General:  Hypotension:  Because  PROCARDIA  decreases  peripheral  vascular 
resistance  careful  monitoring  of  blood  pressure  during  the  initial  administration  and  titration 
of  PROCARDIA  is  suggested  Close  observation  is  especially  recommended  for  patients  already 
taking  medications  that  are  known  to  lower  blood  pressure  (See  Warnings  ) 

Peripheral  edema:  Mild  to  moderate  peripheral  edema,  typically  associated  with  arterial  vaso- 
dilation and  not  due  to  left  ventricular  dysfunction,  occurs  in  about  one  in  ten  patients  treated  with 
PROCARDIA  This  edema  occurs  primarily  in  the  lower  extremities  and  usually  responds  to  diuretic 
therapy  With  patients  whose  angina  is  complicated  by  congestive  heart  failure  care  should  be  taken 
to  differentiate  this  peripheral  edema  from  the  effects  of  increasing  left  ventricular  dysfunction 

Drug  interactions:  Beta-adrenergic  blocking  agents  (See  Indications  and  Warnings  ) Experience 
in  over  1400  patients  in  a non-comparative  clinical  trial  has  shown  that  concomitant  administration 
of  PROCARDIA  and  beta-blocking  agents  is  usually  well  tolerated,  but  there  have  been  occasional 
literature  reports  suggesting  that  the  combination  may  increase  the  likelihood  of  congestive  heart 
failure,  severe  hypotension  or  exacerbation  of  angina 

Long-acting  nitrates  PROCARDIA  may  be  safely  co-administered  with  nitrates,  but  there  have 
been  no  controlled  studies  to  evaluate  the  antiangmal  effectiveness  of  this  combination 

Digitalis  Administration  of  PROCARDIA  with  digoxin  increased  digoxm  levels  in  nine  ot  twelve 
normal  volunteers  The  average  increase  was  45%  Another  investigator  found  no  increase  in  di- 
goxin levels  in  thirteen  patients  with  coronary  artery  disease  In  an  uncontrolled  study  of  over  two 
hundred  patients  with  congestive  heart  failure  during  which  digoxm  blood  levels  were  not  meas- 
ured, digitalis  toxicity  was  not  observed  Since  there  have  been  isolated  reports  ot  patients  with 
elevated  digoxm  levels,  it  is  recommended  that  digoxin  levels  be  monitored  when  initiating  adjust- 
ing and  discontinuing  PROCARDIA  to  avoid  possible  over-  or  under-digitalization 

Carcinogenesis,  mutagenesis,  impairment  of  fertility  When  given  to  rats  prior  to  mating,  nife- 
dipine caused  reduced  fertility  at  a dose  approximately  30  times  the  maximum  recommended  hu- 
man dose 
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peripheral  edema,  nausea,  weakness,  headache  and  flushing  each  occurring  in  about  10%  ot  pa 
tients.  transient  hypotension  in  about  5%,  palpitation  in  about  2%  and  syncope  in  about  0 5% 
Syncopal  episodes  did  not  recur  with  reduction  in  the  dose  of  PROCARDIA  or  concomitant  antian- 
gmal medication  Additionally,  the  following  have  been  reported  muscle  cramps,  nervousness 
dyspnea,  nasal  and  chest  congestion,  diarrhea,  constipation,  inflammation.  |0int  stiffness,  shaki- 
ness,  sleep  disturbances,  blurred  vision,  difficulties  in  balance  dermatitis,  pruritus  urticaria,  te- 
ver,  sweating,  chills,  and  sexual  difficulties  Very  rarely,  introduction  of  PROCARDIA  therapy  was 
associated  with  an  increase  in  anginal  pain,  possibly  due  to  associated  hypotension 

In  addition , more  serious  adverse  events  were  observed  not  readily  distinguishable  from  the  nat- 
ural history  ot  the  disease  in  these  patients  It  remains  possible  however,  that  some  or  many  of 
these  events  were  drug  related  Myocardial  infarction  occurred  in  about  4%  of  patients  and  conges- 
tive heart  failure  or  pulmonary  edema  in  about  2%  Ventricular  arrhythmias  or  conduction  disturb- 
ances each  occurred  in  fewer  than  0 5%  of  patients 

Laboratory  Tests:  Rare,  mild  to  moderate,  transient  elevations  of  enzymes  such  as  alkaline  phos- 
phatase, CPK.  LDH.  SGOT  and  SGPT  have  been  noted  and  a single  incident  of  significantly  ele- 
vated transaminases  and  alkaline  phosphatase  was  seen  in  a patient  with  a history  ot  gall  bladder 
disease  after  about  eleven  months  of  nifedipine  therapy  The  relationship  to  PROCAR  DIA  therapy  is 
uncertain  These  laboratory  abnormalities  have  rarely  been  associated  with  clinical  symptoms 
Cholestasis,  possibly  due  to  PROCARDIA  therapy,  has  been  reported  twice  in  the  extensive  world 
literature 
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ESTUDIOS  CLINICOS 


Motor  Neuron  Disease 
in  Puerto  Rico: 

A Study  of  76  Cases 


R.  Marco,  M.D.* 
L.  Rivera-Reyes,  M.D.** 

A relative  of  one  of  the  authors  died  of  Amyotrophic 
Lateral  Sclerosis  (ALS)and  on  coming  accross  the  case 
of  two  sisters  with  the  disease  we  decided  that  a clinical  study 
of  ALS  in  Puerto  Rico  was  necessary  in  order  to  compare  our 
experience  with  that  of  other  countries. 

Motor  neuron  disease  is  a term  applied  to  conditions  in 
which  there  is  death  of  motor  neurons  of  the  cerebral  cortex 
and  of  the  anterior  horn  of  the  spinal  cord. 

Amyotrophic  Lateral  Sclerosis  (ALS)  is  a motor  neuron 
disease  which  produces  upper  and  lower  motor  neuron  signs. 
There  are  four  variants  to  this  condition: 

1 .  Spinal  muscular  atrophy  with  weakness  and  wasting  and 
signs  that  are  limited  to  lower  motor  neurons. 

2.  Progressive  Bulbar  Palsy  with  weakness  and  atropy  of 
cranial  muscles  of  the  lower  motor  neuron  type. 

3.  Primary  Lateral  Sclerosis  with  pseudobulbar  affection, 
spasticity  and  hyperreflexia,  that  is  a clinical  syndrome 
with  upper  motor  neuron  signs  alone. 

4.  Benign  Focal  Amyotrophy  with  weakness  and  atrophy 
in  a single  limb  and  no  progression  to  other  parts  of  the 
body. 
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Patients  and  Methods 

The  records  of  the  three  major  teaching  hospitals  of 
Puerto  Rico  were  reviewed.  The  hospitals  were  the  Veterans 
Administration  Hospital,  San  Juan  City  Hospital  and  Uni- 
versity District  Hospital.  The  last  two  are  tertiary  referral 
centers  receiving  cases  from  all  over  Puerto  Rico  and  from 
the  City  of  San  Juan,  respectively.  A questionnaire  was  also 
sent  to  all  53  practicing  Neurologists  in  Puerto  Rico. 

We  believe  that  our  data  is  very  close  to  the  active  number 
of  cases  that  currently  exist  in  Puerto  Rico  because  of  this 
type  of  referral  system. 

Information  for  76  patients  with  motor  neuron  disease 
was  obtained,  but  complete  data,  however,  was  not  available 
for  all  76  patients.  When  feasible,  the  patient  or  his  family 
was  contacted  by  phone  or  in  person;  eighteen  patients  were 
contacted  and  examined  in  this  way.  The  University  of  Puerto 
Rico  radio  station  sponsored  two  radio  programs  about  ALS 
and,  as  a result,  a few  other  patients  were  interviewed. 

The  neurological  examination  was  a mayor  diagnostic 
method  in  addition  to  the  electromyogram  (EMG). 

Results 

There  were  76  patients  with  ALS,  48  males  and  28  females 


for  a ratio  1.7/1.  The  mean  age  of  onset  of  the  motor  neuron 
disease  in  males  was  50.0  years  old,  with  a range  of  17-70.  For 
females  mean  age  of  onset  was  48.3  years,  with  a range  of 
16-81. 

The  most  common  initial  symptom  was  leg  weakness,  of 
either  one  or  both  legs.  However,  multiple  other  complaints 
were  noted  (Table  I).  Initial  diagnosis  at  presentation  of  first 

TABLE  1 

Presenting  Complaint 

Complaint 

Number  of  Patients 

Males  Females 

Mean  Age  At  Presentation 
Males  Females 

Weakness 

Upper  Limbs 

Legs 

Upper  and  Lower 

Distal  Upper  and  Lower 
Hands 

Fingers 

18  10 

2 2 

8 6 

2 2 

1 

4 1 

1 1 

43.3  43 

Non  Specific 

3 

44.6 

Dysarthria  dysphagia 

1 3 

63  60 

Atrophy  (Deltoid) 

2 

34 

Low  back  pain 

2 

59 

Hemiparesis 

1 

50 

Cramps 

1 

48 

Haviness 

51 

Cervical  pain 

1 

65 

Leg  pain 
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symptoms  (Table  I & II  was  in  many  instances  ALS.  The 
average  time  form  onset  to  diagnosis  in  male  was  15.6 
months,  in  women  (Table  II)  it  was  39.1  months. 


TABLE  II 


Time  From  Onset  of  Diagnosis  of  ALS 

No.  of  Patients 

Mean  Age  at  Diagnosis 

Time  (Months)  to  Diagnosis 

Initial  Diagnosis 

males 

females 

males 

females 

males 

females 

ALS 

1 1 

4 

49.8 

60.7 

25.5 

5.5 

Unknown 

10 

4 

53.1 

41.5 

27.4 

13 

Degenerative  CNS 

Disease 

3 

53.6 

12 

Diabetic  Neuropathy 

2 

40.5 

6.5 

24 

5 

Post.  Fossa  Tumor 

2 

2 

43 

4.6 

5 

Sciatic 

I 

34 

7 

Myasthenia  Gravis 

1 

64 

18 

Mialgia 

1 

39 

48 

Cervical  Spondylosis 

1 

33 

3 

Spinal  Cord  Tumor 

1 

65 

8 

Peptic  Ulcer 

1 

63 

8 

Weakness  Lower  Limbs 

1 

1 

34 

81 

6 

5 

Osteoarthritis 

1 

1 

69 

59 

12 

180 

Muscular  Dystrophy 

1 

62 

10 

Thyroid  Disease 

1 

34 

162 

Trauma 

1 

59 

18 

Lower  Motor  Neuron 

1 

38 

24 

Disease 

Epidural  Mass 

1 

51 

Unk. 

Esophageal  Ca. 

1 

65 

36 

TOTALS 

34 

20 

49.8 

53.5 

15.6 

39.1 

Of  58  patients  who  were  fully  evaluated,  14  had  Amyo- 
trophic Lateral  Sclerosis,  20  Progressive  Bulbar  Palsy;  15 
Spinal  Muscular  Atrophy  and  9 Primary  Lateral  Sclerosis. 
One  case  presented  as  Benign  Focal  Amyotrophy  and  remai- 
ned with  this  diagnosis  for  around  10  years,  but  the  course 
and  diagnosis  later  evolved  to  Spinal  Muscular  Atrophy.  The 
functional  level  of  12  patients  was  ascertained  as  described  in 
Table  III. 

The  most  common  conditions  tha  accompanied  ALS 
were  Diabetes  Mellitus,  Essential  Hypertension  and  Trauma 
(36.8%  on  available  records).  Multiple  occupations  were 
represented  with  females,  mostly  housewives.  Of  41  patients, 
21  males  were  married  and  3 single;  14  females  were  married 
and  3 single.  Geographically  23  coastal  towns  and  15  moun- 
tain towns  were  represented.  The  towns  with  most  patients 
were  Ciales  (mountain)  with  4,  Arecibo  (coast).  Comerlo 
(mountain),  and  Naguabo  (coast)  with  3 patient  each. 

Toxic  exposure  to  tar,  lead,  arsenic,  fuadin,  fertilizers, 
muriatic  acid  and  contact  cement  was  seen  in  some  patients 
(Table  IV). 


TABLE  III 


Functional  Level  at  Most  Recent  Evaluation 


MOBILITY  (12  Patients) 

2 walk  independently 
9 patients  using  cane,  furniture  as  support 
1 with  wheelchair,  operated  by  patient 

5 with  wheelchair,  operated  by  somebody  else 

ACTIVITIES  OF  DAILY  LIVING  (12  patients) 

6 eat  by  themselves 

1 can  bathe 

8 need  help  in  most  activities 

4 need  help  in  all  activities 

COMMUNICATION  (12  patients) 

8 can  speak 

6 difficult  to  be  undestood 
8 can  write  or  typewrite 

2 difficult  to  write 

DIFFICULTY  IN  BREATHING 

7 no 

5 yes 


TABLE  IV 


Exposure  to  Toxic  Products 

SEX 

AGE 

TO 

M 

56 

Tar 

M 

34 

Lead 

M 

58 

Arsenic 

M 

28 

Pharm.  Plant 

M 

— 

Lead 

M 

— 

Fuadin 

M 

48 

Lead 

M 

72 

Muriatic  Acid 

F 

40 

Fertilizers 

M 

65 

Contact  Cement 

Evaluation 

Seven  patients  were  evaluated  for  possible  occult  carci- 
noma. Twenty-two  cervical  and  lumbar  spine  X-ray’s,  31 
myelograms,  23  lumbar  punctures  and  74  serologies  were 
done.  Myelogram  and  spine  X-ray’s  were  only  positive  for 
spondylosis  in  a few  patients,  but  showed  no  functional 
obstruction.  CSF  was  positive  in  10  patients  with  mild  eleva- 
tion of  protein.  Two  serologies  were  positive  and  the  patients 
were  treated. 
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Of  38  electromyograms,  34  showed  changes  compatible 
with  motor  neuron  disease;  one  also  showed  diminished 
nerve  conduction  in  ulnar  distribution  due  to  Carpal  Tunnel 
Syndrome.  Three  patients  had  decreased  nerve  conduction, 
velocities  compatible  with  diabetic  peripheral  neuropathy. 
Only  one  biopsy  was  done  showing  neurogenic  atrophy  of 
deltoid  on  the  patient  who  had  clinical  Benign  Focal  Atrophy 
for  around  10  years  and  whose  clinical  picture  evolved  to 
spinal  muscular  atrophy. 

There  was  only  one  family  consisting  of  seven  childrens, 
six  daughters  and  one  son,  where  various  members  were 
affected.  The  son,  26  years  old,  and  two  of  the  daughters,  27 
and  19  years  old,  respectively,  are  affected  with  the  disease. 
However  there  is  no  history  of  neuromuscular  disease  in  any 
other  relative. 

Ten  patients  had  died,  but  only  5 had  an  autopsy  perfor- 
med. All  5 died  with  pulmonary  problems  and  pneumonia: 
two  with  atelectatic  changes,  and  one  of  them  with  congestive 
heart  failure  and  cardiomegaly.  Pathological  studies  in  four 
showed  marked  loss  of  cells  in  anterior  horn;  only  one  sho- 
wed pyramidal  tract  changes.  The  remaining  four  had  no 
evidence  of  upper  motor  neuron  lesions,  one  patient  had  loss 
of  motor  cells  in  the  medulla,  but  it  was  exclusively  a lower 
motor  neuron  loss. 

Patients  of  motor  neuron  disease  in  Puerto  Rico  are  follo- 
wed up  at  the  Río  Piedras  Medical  Center.  Treatment  for  this 
group  of  patients  mostly  consisted  of  antidepressants,  multivi- 
tamins and  physical  therapy.  Private  neurologists  provide 
I the  same  type  of  treatment. 

Comments 

Motor  Neuron  Disease  is  a condition  in  which  there  is 
death  of  motor  neurons  in  the  cerebral  cortex  and  in  the  anterior 
horn  all  of  the  spinal  cord,  with  associated  loss  of  axons, 
myelin  breakdown  and  reactive  gliosis  in  the  lateral  corticos- 
¡ piñal  tracts,  extreme  atrophy  of  the  anterior  nerve  roots  of 
the  cord,  and  flattening  of  the  cervical  and  lumbar  enlarge- 
ments. There  is  not  a specific  cause  to  explain  this  phenome- 
non. We  know  there  is  a failure  in  the  metabolism  of  these 
cells,  and  as  shown  by  Davidson,2  content  of  RNA  in  extrac- 
tions of  equal  volumes  of  motor  neuron  from  cervical  and 
lumbar  swellings  is  42%  reduced  to  controls.  The  motor 
neuron  cell  bodies  isolated  from  patients  who  died  with  ALS 
revealed  a lower  percentage  of  adenine  in  both  cervical  and 
lumbar  swellings,3  a disturbance  in  RNA  metabolism 
might  therefore  be  related  to  the  pathogenesis  of  the  disease. 
In  an  attempt  to  elucidate  the  etiology  of  this  condition,  the 
following  areas  are  currently  under  investigation: 

1.  Nerve  growth  factor 

2.  Metabolic  studies  at  the  neuromuscular  junction  in 

ALS. 

3.  Axonal  Transport 

4.  DNA/RNA  changes 

5.  Androgen  receptors  in  motor  neurons  and  sex 

hormones. 

6.  Viral  receptors  in  CNS 

As  far  as  treatment,  there  is  now  great  expectancy  in  the 
use  of  ganglioside.  One  such  drug,  chronassial,  is  being  eva- 
luated in  Boston,4  5 but  findings  at  present  are  not 
stimulating  and  there  are  no  definitive  results. 


The  male/female  sex  ratio  of  1.7/1  obtained  in  our 
patients  is  similar  to  that  in  other  studies  in  the  U.S.A.  and 
other  countries.  For  patients  older  than  65  years  the  ratio  is 
1.1,  the  same  one  quoted  by  the  National  ALS  Foundation 
for  this  age. 

The  incidence  of  ALS  in  Puerto  Rico  is  2.5  per  100,000 
inhabitants  which  is  about  the  same  as  that  obtained  form 
studies  in  Europe  and  North  America.  The  highest  incidence 
of  ALS  is  in  Guam,  the  Kii  Peninsula  in  Japan,  and  in  some 
areas  of  New  Guinea.  These  countries  have  areas  with  inci- 
dence reaching  140  per  100,000.® 9 The  prevalence  is  around 
2.2  per  100,000  which  is  lower  than  the  4 to  6 per  100,000 
inhabitants  quoted  in  other  series. 

The  age  of  onset  is  from  45  to  65  years  but  most  of  our 
patients  were  younger  at  the  moment  of  onset  that  in  studies 
from  the  USA. 

We  did  not  see  any  other  associated  disease  or  conditions 
which  might  be  implicated  in  the  etiology  of  ALS.  Concer- 
ning trauma,  some  authors6,  7 have  related  the  onset  of 
motor  neuron  disease  to  the  trauma  of  surgery,  (e.g.  tonsillec- 
tomy), burns,  serious  accidents,  electric  shock  or  any  case  in 
which  reconstruction  of  nerves  was  undertaken;  36.8%  of  our 
patients  had  significant  trauma;  this  number  is  higher  than 
that  obtained  in  the  study  of  Rosati.10 

In  summary,  Amyotrophic  Lateral  Sclerosis  in  Puerto 
Rico  follows  the  same  incidence  pattern  as  in  other  places. 
Our  prevalence  rate  is  slightly  lower  and  the  mean  age  of 
onset  is  somewhat  lower  than  in  other  countries.  We  have 
reviewed  our  findings  and  compared  them  to  those  in  the 
literature. 

Resumen:  Se  analizan  setenta  y seis  casos  de  enfermedad 
de  Neurona  Motora  en  Puerto  Rico  y se  presentan  sus 
características. 
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Summary:  Legionellosis  is  common  as  an  atypical  pneu- 

monia in  the  United  States;  however,  patients  infected  from  the 
same  source  can  develop  non-pneumonic  disease,  a short  review 
is  given.  Few  cases  (4)  of  legionellosis  have  been  documented  in 
Puerto  Rico.  Examination  of  water  with  fluorescent  antibodies 
against  6 different  species  of  Legionella  and  6 serotypes  of  L. 
pneumophila  reveals  high  densities  of  these  bacteria  in  Puerto 
Rico.  This  report  also  demonstrates  for  the  First  time  Legionella 
in  near-shore  coastal  waters.  Densities  of  L.  pneumophila  were 
at  levels  only  slightly  below  what  is  considered  pathogenic  to 
humans.  Densities  of  L.  pneumophila  were  well  correlated  with 
organic  and  inorganic  pollution,  sampling  sites  in  the  San  Juan 
area  had  the  highest  densities  observed  on  the  island.  Strains  of 
L.  pneumophila  isolated  in  Puerto  Rico  have  proven  to  be 
pathogenic  in  the  guinea  pig  model.  Due  to  the  high  potential 
for  exposure  and  the  confusing  symptomolgy  of  the  disease  it  is 
suggested  that  many  cases  of  legionellosis  go  unreported  in 
Puerto  Rico. 

In  order  to  give  the  clinician  a better  understanding  of 
legionellosis  we  first  present  a short  review.  For  a more 
detailed  review  see  Meyer1  and  Jones  and  Herbert.2 

History.  In  the  summer  of  1976  Legionnaires’  disease 
affected  182  members  of  the  American  Legion  attending  a 
state  convention  at  the  Bellvue  Stratford  Hotel  in  Philadelp- 
hia. Twenty-nine  of  the  affected  legionnaires  died  and  39  other 
cases  (5  fatal)  were  reported  from  people  who  had  been  near 
the  hotel  during  the  same  period.3  Characteristically,  pneumo- 
nia and  acute  diffuse  alveolar  damage  were  observed.4  This 
epidemic  due  to  it’s  unknown  etiology  and  high  case  fatality 
rate  captured  the  attention  of  the  press  and  produced  nume- 
rous speculations.  In  an  effort  to  determine  the  cause  of 
Legionnaires’  disease  (LD),  tissue  samples  were  analyzed  for 
abnormal  concentrations  of  metallic  elements,  tissue  and 
urine  samples  were  examined  for  toxic  organic  substances,  14 
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bacteriological  and  mycological  media  and  13  virological  host 
systems  were  assayed.  Identity  of  the  responsible  agent  was 
also  attempted  by  testing  seroreactivity  of  patients  to  77 
infectious  agents.5  The  thirty-three  Epidemic  Investigative 
Survey  (EIS)  officers  from  the  Center  for  Disease  Control  in 
Atlanta  were  dogged  by  reporters  during  the  entire  six  months 
of  their  fruitless  investigation.  Only  the  use  of  rickettsioligical 
techniques  combined  with  indirect  immunofluorescence  (I FA) 
resulted  in  the  isolation  of  the  etiological  agent  Legionella 
pneumophila ,5  a previously  unknown  fastidious,  gram- 
negative bacteria. 

Subsequent  examination  of  patient  sera,  collected  during 
the  epidemic,  for  antibodies  to  L.  pneumophila  demonstrated 
seroconversion,6  while  the  ventilation  system  of  the  hotel  was 
shown  to  have  high  densities  of  L.  pneumophila.  The  same 
techniques  served  for  the  retrospective  identification  of  L. 
pneumophila  as  the  causative  agent  of  other  epidemics  in  the 
District  of  Columbia,  Washington  (1965)  and  Pontiac, 
Michigan  (1968).  DNA  hybridization  and  indirect 
fluorescence  studies  demonstrated  that  OLDA,  and  organism 
isolated  from  guinea  pigs  inoculated  with  blood  of  a patient 
from  Jackson,  Mississippi  (1947),  was  indeed  L.  pneumophila.1 
One  of  the  more  notable  cases  was  the  epidemic  which 
occurred  in  the  Oakland  County  Public  Health  Building  in 
Pontiac,  Michigan  in  1968.  The  serum  collected  at  the  time  of 
the  epidemic  was  positive  for  L.  pneumophila;  however,  the 
symptoms  were  quite  different  and  there  were  no  fatalities. 
The  clinical  features  presented  in  the  Pontiac  case  were  quite 
different  from  the  Philadelphia  case.  Studies  of  many  other 
epidemics  and  individual  cases  reveal  that  all  can  be  grouped 
into  two  symptomatic  types:  Pontiac  fever  and  Legionnaires’ 
disease  after  their  aforementioned  discovery  sites.1 

Clinical  Features  of  Legionella  pneumophila  Infection.  Infection 
by  Legionella  pneumophila  produces  a spectrum  of  effects  that 
goes  from  asymptomatic  seroconversion  to  severe 
pneumonia.  Among  the  clinical  manifestations,  the  first  and 
universal  symptom  of  the  infection  is  unremitting 
progressively  rising  fever  ( >40°C).  The  incubation  period  for 
Legionnaires’  disease  is  2-10  days  averaging  4;  however,  more 
rapid  onset  is  common  in  immunosuppressed  patients,  eg. 
nosocomial  infections.1  Malaise,  lethargy,  headache  and 
profound  weakness  are  demonstrated  in  more  than  50%  of  all 
cases.  Chills  and  rigors  are  also  observed  in  75%  of  all  patients 
during  the  first  three  days.1  More  then  90%  of  all  patients 
studied  have  a dry  cough  after  three  days  of  onset.  As  the 
pneumonia  spreads  this  cough  becomes  productive. 
Confusion,  disorientation  and  other  neurological  symptoms 
are  frequently  observed. 

Legionnaires’  disease  has  an  attack  rate  of  less  than  5%. 
Untreated,  the  disease  gradually  worsens  during  the  first  week 
with  extension  of  the  pneumonia  to  other  lobes  in  which  case 
mechanical  ventilation  is  frequently  required.  If  untreated,  the 
fatality  rate  runs  as  high  as  30%  contrasting  with  a 7%  rate  in 
the  treated  patients.  Immunocompromised  patients  have 
mortality  rates  greater  than  50%.* 

Pontiac  fever  differs  from  Legionnaires’  disease  in  that  a 
shorter  incubation  period  (24-72  hr.)  is  frequently  observed. 
Fever,  chills,  headache  and  malaise  which  resemble  influenza 
are  common  symptoms.  In  contrast  to  Legionnaires’  disease 
the  attack  rate  of  Pontiac  fever  is  100%  with  all  patients 
recovering  (Dr.  D.W.  Fraser,  personal  communications). 
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Diagnosis  of  Legionnaires’  Disease.  Clinical  diagnosis  of 
Legionnaires’  disease  is  difficult  because  it  presents  symptoms 
which  are  similar  to  other  atypical  pneumonias.  Chest  X-ray 
of  early  infections  usually  notes  a single  lobar  infiltrate. 
Consolidation  of  the  lobe  and  spread  is  observed  upon  later 
examination.  Leucocytosis  is  found  in  more  than  50%  of  all 
patients.1  The  use  of  nebulizers,  corticosteroid  therapy  and 
cigarette  smoking  have  been  identified  as  important  risk 
factors  while  the  low  incidence  of  legionellosis  among  the 
pediatric  population  is  puzzling  (Dr.  D.W.  Fraser,  personal 
communication).  To  date,  definite  diagnosis  of  L. 
pneumophila  infections  is  attainable  by  either  of  three 
methods:  IFA,  direct  fluorescent  antibody  (DFA)  and/or 
direct  isolation  of  the  bacterium  from  a specimen. 

Isolation  of  L.  pneumophila  from  culture  media  has  been 
very  difficult.  No  media  has  proved  to  be  selective  for  the 
isolation  of  L.  pneumophila  from  heavily  contaminated 
samples  and  direct  inoculation  into  guinea  pigs  is  still 
recommended.8  9 Charcoal  yeast  extract  (CYE)  agar  is 
universally  used  as  a support  media  (this  media  is 
commercially  available  through  Remel,  Lenexa,  Kansas). 

Serological  evidence  of  Legionellosis  is  defined  as  a four- 
fold increase  in  titer  to  greater  than  1 : 1 28  in  sera  from  acute  to 
convalescent  phase  as  determined  by  indirect  immuno- 
fluorescence.10 Validation  of  IFA  with  epidemic  sera  has  a 
sensitivity  of  >78%  and  a specificity  of  99%n  but  does  not 
consistently  show  a four-fold  rise  between  acute  and 
convalescent  sera  until  at  least  three  weeks  after  the  onset  of 
legionellosis.12  Kits  are  available  for  legionellosis  diagnosis  by 
IFA  from  Diodx,  Denville,  NJ  and  Bionetics,  Charleston,  SC. 

The  use  of  direct  immunofluorescence,  for  the  detection  of 
legionellosis  permits  early  diagnosis.13  DFA  against  sputum 
and  pleural  aspirate  has  a 50-60%  sensitivity.14  With  a high 
fatality  rate12  early  diagnosis  and  appropriate  treatment  of 
Legionnaires’  disease  are  desirable. 

Treatment  of  Legionnaires’  Disease.  The  treatment  of  choice 
(based  on  retrospective  analysis)  for  legionnaires  disease  is  2-4 
gm  per  day  of  Erythromycin  for  three  weeks  to  prevent  re  lapse.1 
Erythromycin  inhibits  intracellular  multiplication  of  L. 
pneumophila  but  does  not  kill  the  bacteria  which  is  a 
facultative  intracellular  parasite  that  requires  host  defenses  for 
the  containment  of  infection.15  Tetracycline  gives  variable 
results  while  penicillin,  cephapirin,  cefazolin,  carbenicillin, 
aminoglycosides  and  chloramphenicol  have  little  effect  on  the 
disease’s  course.16  In  fact  cases  treated  with  ampicillin  seem  to 
have  a higher  fatality  rate.1  This  illness  is  quite  debilitating 
with  effects  lasting  from  several  weeks  to  several  months. 
Because  of  the  potential  for  prolonged  recovery,  nutrition  and 
vitamin  therapy  are  also  desirable  upon  diagnosis. 

Epidemiology  of  Legionella  spp.  Since  1976,  8 serogroups  of 
Legionella  pneumophila  and  8 other  species  of  the  genus 
Legionella  have  been  discovered:  L.  oakridgensis,  L.  gormanii, 
L.  jordanis,  L.  longbeachae,  L.  Bozemanii,  L.  wadsworthii,  L. 
dumoffii  and  L.  micdadei.  Of  the  above,  all  except  L.  gormanii, 
L.  jordanis  and  L.  oakridgensis  have  been  directly  implicated  in 
human  pathogenicity.  Legionella  gormanii  and  L.  jordanis  have 
been  isolated  from  environmental  sources,  but  only  on  the 
basis  of  IFA  seroconversion  have  been  implicated  in 
respiratory  disease.17  Legionella  oakridgensis  has  not  been 


implicated  in  human  pathogenicity  but  presents  a pathogenic 
pattern  very  similar  to  the  other  Legionella  species  when 
injected  into  guinea  pigs.18 

Epidemics  of  Legionnaires’  disease  have  been  reported  in: 
District  of  Columbia,  Michigan,  Pennsylvania,  Kansas, 
Virginia,  Tennessee,  Georgia,  California,  New  York, 
Vermont,  Indiana,  Connecticut,  Ohio,  Maine,  Wisconsin, 
Florida,  Texas,  and  Washington.  In  addition  Legionnaires’ 
disease  has  been  documented  in:  England,  Sweden,  Spain, 
Netherlands,  Italy  and  France.1 

The  mode  of  transmission  of  this  airborne  pathogen  has 
been  traced  to  aerosols  produced  by  evaporative  condensers 
and  cooling  towers.19  The  isolation  of  L.  pneumophila  from  the 
plumbing  fixtures  and  showerheads  of  potable  water  systems 
and  their  potential  as  a source  of  infection  has  also  been 
documented.20  Recent  studies  have  demonstrated  that 
airborne  spread  of  L.  pneumophila  from  infected  to  healthy 
guinea  pigs  does  not  occur.21 

A CDC  survey  in  the  USA  found  that  legionellosis 
accounts  for  3.8%  of  the  fatal  nosocomial  pneumonias  and 
10%  of  the  cases  of  atypical  pneumonias,1  and  they  estimate 
that  among  the  flu  and  pneumonia  infections  that  Legionella  is 
responsible  for  250,000  cases  each  year  in  the  USA.22 

Since  its  discovery,  four  cases  of  Legionnaires’  disease  have 
been  retrospectively  diagnosed  in  Puerto  Rico  by  IFA  (Dr. 
C.H.  Ramirez-Ronda,  Veterans  Administration  Medical 
Center,  San  Juan,  personal  communication). 

Ecology  of  Legionella  spp.  Although  L.  pneumophila  has 
been  isolated  from  aquatic  environments  associated  with 
various  epidemics,  it  has  also  been  isolated  from  many  non- 
epidemic related  habitats.23  The  ubiquitous  nature  of  this 
bacterium  was  demonstrated  by  an  extensive  study  in  which 
792  out  of  793  samples  were  found  to  be  positive  for  L. 
pneumophila  by  DFA.9  Isolation  of  L.  pneumophila  from 
guinea  pigs  was  attained  in  15%  of  the  injected  samples 
confirming  the  identitiy  of  the  organism.  Seven  physico- 
chemical parameters  describing  the  habitats  of  the  afore- 
mentioned isolates  had  the  following  ranges:  temperature,  5.7 
to  63°C;  conductivity,  18  to  106  uohms;  pH,  5.5  to  8.1; 
dissolved  oxygen,  0.3  to  9.6  ppm; chlorophyll  A,  0.7  to  24. mg 
m-3;  phoephytin,  0.2  to  18.8  mg  m-3;  and  water  clarity,  1 to  4 m 
secchi  disk  readings.9  Being  part  of  many  natural  aquatic 
habitats,  L.  pneumophila  can  comprise  as  much  as  10%  of  the 
bacterial  population.  A “reasonable  level  of  acceptance”  of  L. 
pneumophila  has  not  yet  been  defined  but  densities  in  the  order 
of  10s  - 1 06  viable  cells  per  ml  has  been  suggested  as  potentially 
pathogenic  to  humans.21, 24 

With  the  exception  of  the  apparent  association  of  L. 
pneumophila  with  blue-green  algae25  and  L.  pneumophila  ’s 
facultative  thermophilic  nature,  no  other  findings  define  the 
conditions  favoring  high  densities  of  LD  bacterium  nor  the 
mechanism(s)  of  transmission  converting  an  ubiquitous 
member  to  the  natural  aquatic  flora  into  a potential  pathogen. 

Considering  the  ubiquitous  nature  of  L.  pneumophila  and 
it’s  apparent  thermophilic  character,  the  fact  that  this 
bacterium  had  not  been  reported  for  the  tropics  became  the 
object  of  our  curiosity.  During  the  summer  of  1981, 
concentrated  water  samples  were  sent  to  Dr.  Carl  B. 
Fliermans  (Ecological  Microbes  Unlimited,  Aiken,  South 
Carolina),  which  upon  intra peritoneal  injection  into  guinea 
pigs  and  isolation  of  L.  pneumophila  from  the  diseased 
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animals,  confirmed  the  identity  and  established  the  patho- 
genicity of  the  Puerto  Rican  isolates.  We  then  started  a study 
to  define  the  abundance  and  distribution  of  L.  pneumophila  in 
tropical  aquatic  habitans  in  Puerto  Rico. 

Materials  and  Methods 

The  following  study  sites  (Fig.  1)  were  chosen  for  their 
accessibility,  differences  in  basic  water  quality  and  differences 
in  polluting  effluents:  Mameyes  River  watershed  (Luquillo), 
Boca  Vieja  cove  (Cataño),  San  Juan  Beach,  Canas  River 
(Ponce)  and  Mata  de  la  Gata  island  (Parguera),  for  detailed 
descriptions  of  sampling  sites  see  Biamon  and  Hazen;26  A.J. 
López-Torres,  MS  thesis,  University  of  Puerto  Rico,  Rio 
Piedras,  1982.  Surface  waters  were  sampled  aseptically, 
concentrated  by  centrifugation  at  5000  x g for  15  min  at  4°C 
and  analyzed  by  DFA.  Specific  conjugates  of  L.  pneumophila 
serotypes,1  6 L.  bozemanii,  L.  dumoffii,  L.  gormanii,  L. 
longbeachae,  and  L.  micdadei  were  kindly  provided  by  CDC  in 
Atlanta.  A negative  control  which  consisted  of  preimmune 
fluorescein  isothiocyanate  (F1TC)  labelled  rabbit  serum  was 
done  for  each  site.  Positive  controls  of  the  homologous  CDC 
antigens  and  specific  conjugates  were  used  with  each  batch 
run.  Concentrated  samples  were  counted  with  the  aid  of 
Model  16  + IV  FL  vertical  illuminator,  epifluorescent 
microscope  (Carl  Ziess,  Inc.,  New  York,  NY). 


serogroups,  or  strains,  were  used  for  L.  pneumophila  examina- 
tion while  only  one  serogroup  was  used  to  examine  samples 
for  the  other  five  species.  In  addition,  the  large  variability  also 
suggests  great  spatial  heterogeniety,  as  reported  before  by 
Fliermans  et  al.9  Some  samples  were  negative  for  one  or  more 
species  at  a given  time;  however,  repetitive  samples  at  some 
sites  revealed  all  of  the  species  were  present.  The  absence  of  L. 
dumoffii  from  the  Parguera  area  is  probably  just  a sampling 
error  due  to  the  small  of  samples  and  repetitions  in  this 
sampling  area. 


TABLE  1 


Density  of  Legionella  spp. 

in  Puerto  Rico  by  Sites' 

Species 

Parguera 

Boca  Vieja 

Sampling  Sites 
El  Yunque 

Ponce 

San  Juan 

L.  bozemanii 

1018  ± 1018 

82  ± 52 

108  ± 63 

479  ± 123 

3245  ± 1335 

L dumofffii 

0 

88  ± 88 

251  ± 122 

744  ± 452 

6967  ± 3693 

L gormanii 

265  ± 265 

1766  ± 1766 

4953  ±3132 

1248  ± 573 

7083  ± 4661 

L longbeachae 

692  ± 507 

1277  ± 735 

1 17  ± 57 

838  ± 253 

6696  ± 2926 

L micdadei 

4311  ± 2177 

3338  ± 1732 

575  ± 203 

3077  ± 656 

1007  ± 258 

I.  pneumophila  (1-6) 

2639  ± 552 

2119  ± 326 

3026  ± 209 

8547  ± 411 

31036  ± 4272 

' Mean  cell  densities  per  ml  ± one  standard  error 


Figure  1.  Sampling  sites  in  Puerto  Rico  (1  = Ensenada  de  Boca  Vieja,  2=  San 
Juan,  3 = El  Yunque,  4 = Ponce,  5 = Parguera). 


TABLE  II 

Density  of  Legionella  pneumophila  serogroups  in  Puerto  Rico  by  Site* 


Sampling  Sites 


Serogroup 

Parguera 

Boca  Vieja 

El  Yunque 

Ponce 

San  Juan 

1 

1160  ± 421 

349  ± 66 

1579  ± 545 

1447  ± 113 

5051  ± 214 

2 

787  ± 263 

330  ± 64 

575  ± 349 

956  ± 135 

9587  ± 1179 

3 

0 

734  ± 230 

627  ± 347 

531  ± 56 

7206  ± 1120 

4 

0 

265  ± 67 

1 16  ± 68 

3 192  ± 243 

4446  ±319 

5 

218  ± 94 

223  ± 53 

127  ± 65 

1659  ± 224 

4516  ± 389 

6 

473  ± 128 

217  ± 45 

379  ± 209 

804  ± 87 

4347  ± 508 

• Mean  density  per  ml  ± one  standard  error 


Simultaneous  to  sample  collection,  the  following  water 
quality  parameters  were  measured  in  situ : air  temperature, 
water  temperature,  dissolved  oxygen,  pH,  conductivity, 
salinity,  hardness,  turbidity  and  alkalinity.  Other  water 
samples  were  fixed  and  analyzed  in  the  laboratory  for 
phosphate,  nitrate,  total  phosphorus,  chlorophyll  A and 
sulfate.  All  water  quality  analyses  were  by  APHA  standard 
methods.27  Density  of  fecal  coliforms  were  determined  by 
membrane  filtration  of  triplicate  samples,  plating  on  m-FC 
media  and  estimation  of  the  number  of  colony-forming  units 
after  incubation  at  44.5°C  for  24  hours. 

Results  and  Discussion 

All  areas  of  Puerto  Rico  tested,  except  Parguera,  had 
significant  densities  of  all  of  the  six  species  examined  (Table  I). 
The  variability  in  densities  was  large  in  all  species  except  L. 
pneumophila.  This  was  undoubtedly  due  to  the  fact  that  six 


All  sites  except  Parguera  had  all  six  serotypes  of  L. 
pneumophila  (Table  II).  The  density  of  L.  gormanii  dominated 
the  Legionella  species  in  the  Yunque  area,  comprising  54.9% 
of  the  total  Legionella  present.  Since  L.  gormanii  is  a river 
isolate  and  the  sites  in  El  Yunque  were  along  the  Mameyes 
river,  a relatively  unpolluted  watershed,  L.  gormaniivio\i\d 
seem  to  be  a normal  floral  constituent  of  unpolluted  waters  in 
Puerto  Rico  (Table  I).  Indeed,  L.  gormanii  was  high  at  all  sites 
except  Parguera.  Legionella  micadadei  dominated  Parguera 
and  Boca  Vieja,  48.3%  and  38.5%  respectively.  Both  of  these 
areas  are  moderately  polluted  by  sewage.  Legionella  pneumo- 
phila dominated  the  Ponce  and  San  Juan  sampling  sites, 
comprising  57.2%  of  the  Legionella  present  in  Ponce  sites  and 
55.4%  of  the  Legionella  in  the  San  Juan  samples.  All  sampling 
sites  had  at  least  25%  L.  pneumophila  present  (Fig.  2).  Thus  in 
tropical  environments  L.  pneumophila  would  seem  to  com- 
prise a large  proportion  of  the  Legionella  present. 
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Legionellosis  and  Legionella  Spp.  in  the  Waters 


SITES 

Figure  2.  Densities  of  Legionella  pneumophila  by  site  (bar  = 1 standard  erro, 
Luquillo  = El  Yunque,  La  Gata  = Parguera). 


The  relationship  between  pollution  and  increased  density 
of  L.  pneumophila  is  further  substantiated  by  correlation 
analysis  with  water  quality  (Table  III).  Sulfate  and  phosphate 
concentrations  and  pH  of  the  water  at  the  time  of  sampling 
were  significantly  positively  correlated  with  density  of  L. 
pneumophila,  while  ammonia  concentrations  were  significantly 
negatively  correlated  (Table  III).  However,  other  Legionella 
spp.  did  not  show  a similar  pattern.  Other  investigators  have 
shown  that  densities  of  L.  pneumophila  are  significantly 
correlated  with  densities  of  cyanobacteria,  blue-green  algae.25  28 
Since  we  also  know  that  cyanobacteria  are  inhibited  by 
ammonia,  stimulated  by  phosphates  and  when  in  high 
densities  will  cause  the  pH  in  poorly  buffered  waters  to 
increase.29  It  seems  likely  that  sewage  and  other  pollutants  are 
stimulating  production  of  cyanobacteria  which  are  in  turn 
stimulating  increases  in  L.  pneumophila.  This  is  further 
supported  by  the  lack  of  significant  correlation  between 

TABLE m 


Correlation  Matrix  for  Water  Quality  and  Densities  of  Legionella  in  Puerto  Rico* 


* All  underlined  valuer  are  ogniftcant  for  when  r >.200  then  P <. 05;  TEMP  = temperature,  DO  = dissolved  oxygen,  TURB  = 
turbidity,  SAL  = aluuty.  NH4  = ammonia.  PO^  = phosphate,  TP  = total  phosphorus,  SO^  = ailíate.  CHLA  = chlorophylls, 
FC  = fecal  coUform.  TNLP  = species  of  Legionella  other  than  L pneumophila.  TL  = aD  Legionella  (pedes,  TLP  = L 
pneumophila  alone. 


densities  of  L.  pneumophila  and  densities  of  fecal  coliforms. 

The  densities  of  L.  pneumophila  observed  in  the  water  of 
Puerto  Rico  are  above  or  only  slightly  below  the  densities 
considered  as  potentially  pathogenic  to  humans,  ie.  105  - 106 
cells  ml'1.24  In  addition,  other  species  of  Legionella  of  lesser 
pathogenicity  are  also  present  in  most  waters.  We  have  also 
isolated  and  confirmed  the  pathogenicity  of  L.  pneumophila 
environmental  isolates  using  the  guinea  pig  model.  Since  only 
four,  retrospective  cases  of  Legionnaires’  disease  have  been 
reported  to  date  and  none  of  these  were  fatal,  then  either  a 
large  number  of  Legionnaires’  disease  cases  are  • going 
unreported  in  Puerto  Rico  or  the  pathogenicity  of  the  strains 
present  in  Puerto  Rico  is  quite  low.  It  seems  highly  likely  that 
many  cases  of  legionellosis  are  going  unreported  in  Puerto 
Rico  considering  that  the  CDC  reports  that  legionellosis 
represents  10%  of  all  atypical  pneumonias  in  the  United 
States.1  The  possibility  for  transmission  in  Puerto  Rico  is  great 
considering  that  municipal  potable  water  sources  are  reser- 
voirs, that  wave  action  along  the  coasts  creates  aerosols  for 
considerable  distances  in-land  and  that  hotels,  industries  and 
government  office  complexes  use  large  evaporative  cooling 
towers  for  air-conditioning  the  year-round.  We  are  currently 
studying  the  pathogenicity  of  environmental  isolates  of 
Legionella  and  we  hope  by  this  paper  to  increase  clinician’s 
awareness  of  Legionnaires’  disease  possibility  in  Puerto  Rico. 
Effective  diagnosis  of  legionellosis  is  imperative  for  good 
patient  prognosis,  since  only  Erythromycin  has  been  shown  to 
be  effective  against  the  acute  disease. 

Resumen:  La  legionellosis  es  común  entre  las  pulmonías 

atípicas  en  los  Estados  Unidos  de  América.  Paradójicamente,  los 
pacientes  infectados  de  la  misma  fuente  pueden  padecer  de  una 
enfermedad  parecida  a la  influenza  llamada  fiebre  de  Pontiac. 
En  este  artículo  se  resumen  brevemente  ambas  enfermedades. 
Sólo  se  han  informado  cuatro  casos  de  Legionellosis  en  Puerto 
Rico.  Mediante  el  uso  de  inmunofluorescencia  directa  hemos 
demostrado  la  presencia  de  6 especies  de  Legionella  y de  6 
serotipos  de  Legionella  pneumophila  en  altas  densidades  en 
aguas  puertorriqueñas.  Queda  demostrado  por  primera  vez  la 
presencia  al  L.  pneumophila  en  playas  tropicales.  Las  densida- 
des encontradas  de  L.  pneumophila  se  aproximan  a las  considera- 
das como  potencialmente  patogénicas  para  humanos  y correla- 
cionan positivamente  con  contaminación  orgánica  e inorgánica, 
siendo  las  de  San  Juan  las  más  altas  observadas  en  el  país.  La 
patogenicidad  de  las  cepas  puertorriqueñas  de  L.  pneumophila  se 
demostró  utilizando  el  modelo  de  conejillos  de  India.  Dado  el 
alto  potencial  de  exposición  a este  patógeno  y la  dificultad  del 
diagnóstico,  sospechamos  que  muchos  casos  de  legionellosis  en 
Puerto  Rico  pasan  desapercibidos. 
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Anxious  patients 
improve  in  just 
a few  days 


And  what  is  more  reassuring 
to  an  excessively  anxious 
patient  than  medication  that 
promptly  starts  to  relieve  his 
discomforting  symptoms? 

Valium®  (diazepam/Roche) 
begins  working  within  30  to 
90  minutes.  Patients  continue 
to  improve  in  just  a few  days, 
and  relief  continues  through- 
out the  course  of  treatment. 

There  are  other  impor- 
tant benefits  with  Valium  as  well — along  with  its 
broad  clinical  range,  Valium  has  an  efficacy/safety 
profile  that  few,  if  any,  drugs  can  match.  This 
record  has  been  achieved  with  extensive  clinical 
experience,  undoubtedly  including  yours.  And, 
as  you  must  have  observed,  side  effects  more 
serious  than  drowsiness,  fatigue  or  ataxia  rarely 
occur.  Nevertheless,  as  with  any  CNS-acting 
agent,  patients  should  be  cautioned  about  driv- 
ing, operating  hazardous  machinery  or  ingesting 
alcohol  or  other  CNS-depressant  drugs  while 
taking  Valium. 

Yet  another  benefit  Valium  affords  is  flexibilitv 


Available  in  2-mg,  5-mg  and 
10-mg  scored  tablets,  Valium 
enables  you  to  titrate  dosage 
to  individual  patient  needs. 
For  the  geriatric  patient, 
a starting  dosage  of  2 to 
2Vz  mg  once  or  twice  a day 
is  recommended.  And,  for 
patients  who  forget  or  skip 
medication,  you  can  prescribe 
Valrelease™  (diazepam/Roche) 
15-mg  slow-release  capsules, 
knowing  that  Valrelease  will  assure  all  the  benefits 
of  Valium  5 mg  t.i.d.  with  the  convenience  of 
once-a-day  dosage. 

Discontinuation  of  Valium  (or  Valrelease) 
is  typically  as  smooth  as  its  start  in  short-term 
therapy  However,  Valium  and  Valrelease  should 
be  discontinued  gradually  after  more  extended 
treatment.  As  you  diminish  dosage,  the  built-in 
tapering  action  of  Valium  and  Valrelease  will 
help  avoid  rapidly  recurring  anxiety  symptoms 
and  symptoms  of  withdrawal,  and  will  help  ease 
the  patient’s  transition  to  independent  coping 
when  therapeutic  goals  have  been  achieved. 
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Valium®  (diazepam/Roche)®  Tablets 

Val  release™  ( diazepam/Roche ) (V  slow-release  Capsules 

Injectable  Valium®  (diazepam/Roche)® 

Before  prescribing,  please  consult  complete  product  information,  a summary 
of  which  follows: 

Indications:  Management  of  anxiety  disorders,  or  short  term  relief  of  symptoms 
of  anxiety  Anxiety  or  tension  associated  with  the  stress  of  everyday  life  usually 
does  not  require  treatment  with  an  anxiolytic  Symptomatic  relief  of  acute  agita- 
tion, tremor,  impending  or  acute  delirium  tremens  and  hallucinosis  due  to  acute 
alcohol  withdrawal;  adjunctively  in:  relief  of  skeletal  muscle  spasm  due  to  reflex 
spasm  to  local  pathology;  spasticity  caused  by  upper  motor  neuron  disorders; 
athetosis;  stiff-man  syndrome.  Oral  forms  may  be  used  adjunctively  in  convulsive 
disorders,  but  not  as  sole  therapy.  Injectable  form  may  also  be  used  adjunctively 
in:  status  epilepticus;  severe  recurrent  seizures;  tetanus;  anxiety,  tension  or  acute 
stress  reactions  prior  to  endoscopic/surgical  procedures;  cardioversion. 

The  effectiveness  of  diazepam  in  long-term  use,  that  is,  more  than  4 months,  has 
not  been  assessed  by  systematic  clinical  studies  The  physician  should  periodi- 
cally reassess  the  usefulness  of  the  drug  for  the  individual  patient. 
Contraindications:  Tablets  or  capsules  in  children  under  6 months  of  age, 
known  hypersensitivity;  acute  narrow  angle  glaucoma;  may  be  used  in  patients 
with  open  angle  glaucoma  who  are  receiving  appropriate  therapy 
Warnings:  As  with  most  CNS-acting  drugs,  caution  against  hazardous  occupations 
requiring  complete  mental  alertness  (eg.,  operating  machinery,  driving)  With- 
drawal symptoms  similar  to  those  with  barbiturates  and  alcohol  have  been 
observed  with  abrupt  discontinuation,  usually  limited  to  extended  use  and 
excessive  doses  Infrequently,  milder  withdrawal  symptoms  have  been  reported 
following  abrupt  discontinuation  of  benzodiazepines  after  continuous  use,  gen- 
erally at  higher  therapeutic  levels,  for  at  least  several  months  After  extended 
therapy,  gradually  taper  dosage.  Keep  addiction-prone  individuals  (drug  addicts 
or  alcoholics)  under  careful  surveillance  because  of  predisposition  to  habitua- 
tion/dependence 

Usage  in  Pregnancy:  Use  of  minor  tranquilizers  during  first  trimester 
should  almost  always  be  avoided  because  their  use  is  rarely  a matter  of 
urgency  and  because  of  increased  risk  of  congenital  malformations,  as 
suggested  in  several  studies.  Consider  possibility  of  pregnancy  when 
instituting  therapy;  advise  patients  to  discuss  therapy  if  they  intend  to 
or  do  become  pregnant 

oral  Advise  patients  against  simultaneous  ingestion  of  alcohol  and  other  CNS 
depressants. 

Not  of  value  in  treatment  of  psychotic  patients,  should  not  be  employed  in  lieu 
of  appropriate  treatment  When  using  oral  forms  adjunctively  in  convulsive  dis- 
orders, possibility  of  increase  in  frequency  and/or  severity  of  grand  mal  seizures 
may  require  increase  in  dosage  of  standard  anticonvulsant  medication;  abrupt 
withdrawal  in  such  cases  may  be  associated  with  temporary  increase  in  fre- 
quency and/or  severity  of  seizures 

injectable  To  reduce  the  possibility  of  venous  thrombosis,  phlebitis,  local  irritation, 
swelling  and,  rarely,  vascular  impairment  when  used  I V:  inject  slowly  taking  at 
least  one  minute  for  each  5 mg  (1  ml)  given , do  not  use  small  veins,  i.e.,  dorsum 
of  hand  or  urist:  use  extreme  care  to  avoid  intra-arterial  administration  or 
extravasation  Do  not  mix  or  dilute  with  other  solutions  or  drugs  in  syringe  or 
infusion  flask  If  it  is  not  feasible  to  administer  Injectable  Valium  directly  IV,  it 
may  be  injected  slowly  through  the  infusion  tubing  as  dose  as  possible  to  the 
vein  insertion 

Administer  with  extreme  care  to  elderly  very  ill,  those  with  limited  pulmonary 
reserve  because  of  possibility  of  apnea  and/or  cardiac  arrest;  concomitant  use 
of  barbiturates,  alcohol  or  other  CNS  depressants  increases  depression  with 
increased  risk  of  apnea,  have  resusdtative  facilities  available  When  used  with 
narcotic  analgesic  eliminate  or  reduce  narcotic  dosage  at  least  1/3,  administer  in 
small  increments.  Should  not  be  administered  to  patients  in  shock,  coma,  acute 
alcoholic  intoxication  with  depression  of  vital  signs 

Has  precipitated  tonic  status  epilepticus  in  patients  treated  for  petit  mal  status  or 
petit  mal  variant  status  Not  recommended  for  OB  use. 

Efficacy/safety  not  established  in  neonates  (age  30  days  or  less);  prolonged  CNS 
depression  observed.  In  children,  give  slowly  (up  to  0 25  mg/kg  over  3 minutes) 
to  avoid  apnea  or  prolonged  somnolence;  can  be  repeated  after  15  to  30  min- 
utes If  no  relief  after  third  administration,  appropriate  adjunctive  therapy  is 
recommended. 

Precautions:  If  combined  with  other  psychotropics  or  anticonvulsants,  carefully 
consider  individual  pharmacologic  effects — particularly  with  known  compounds 
which  may  potentiate  action  of  diazepam,  i.e , phenothiazines,  narcotics,  barbitu- 
rates, MAO  inhibitors  and  antidepressants  Protective  measures  indicated  in 
highly  anxious  patients  with  accompanying  depression  who  may  have  suicidal 
tendencies  Observe  usual  precautions  in  impaired  hepatic  function,  avoid  accu- 
mulation in  patients  with  compromised  kidney  function.  Limit  oral  dosage  to 
smallest  effective  amount  in  elderly  and  debilitated  to  preclude  ataxia  or  overse- 
dation (initially  2 to  2Vi  mg  once  or  twice  daily,  increasing  gradually  as  needed 
and  tolerated). 

The  clearance  of  diazepam  and  certain  other  benzodiazepines  can  be  delayed  in 
association  with  Iágamet  (cimetidine)  administration.  The  clinical  significance  of 
this  is  unclear 

injectable  Although  promptly  controlled,  seizures  may  return;  readminister  if 
necessary;  not  recommended  for  long-term  maintenance  therapy  Laryngospasm/ 
increased  cough  reflex  are  possible  during  peroral  endoscopic  procedures;  use 
topical  anesthetic,  have  necessary  countermeasures  available  Hypotension  or 
muscular  weakness  possible,  particularly  when  used  with  narcotics,  barbiturates 
or  alcohol.  Use  lower  doses  (2  to  5 mg)  for  elderly/debilitated. 

Adverse  Reactions:  Side  effects  most  commonly  reported  were  drowsiness, 
fatigue,  ataxia.  Infrequently  encountered  were  confusion,  constipation,  depres- 
sion, diplopia,  dysarthria,  headache,  hypotension,  incontinence,  jaundice, 
changes  in  libido,  nausea,  changes  in  salivation,  skin  rash,  slurred  speech, 
tremor,  urinary  retention,  vertigo,  blurred  vision  Paradoxical  reactions  such  as 
acute  hyperexcited  states,  anxiety,  hallucinations,  increased  muscle  spasticity, 


insomnia,  rage,  sleep  disturbances  and  stimulation  have  been  reported;  should 
these  occur,  discontinue  drug. 

Because  of  isolated  reports  of  neutropenia  and  jaundice,  periodic  blood  counts, 
liver  function  tests  advisable  during  long-term  therapy.  Minor  changes  in  EEG 
patterns,  usually  low-voltage  fast  activity,  observed  in  patients  during  and  after 
diazepam  therapy  are  of  no  known  significance. 

injectable  Venous  thrombosis/phlebitis  at  injection  site,  hypoactivity,  syncope, 
bradycardia,  cardiovascular  collapse,  nystagmus,  urticaria,  hiccups,  neutropenia. 

In  peroral  endoscopic  procedures,  coughing,  depressed  respiration,  dyspnea, 
hyperventilation,  laryngospasm/pain  in  throat  or  chest  have  been  reported. 
Dosage:  Individualize  for  maximum  beneficial  effect. 

oral  Adults:  Anxiety  disorders,  relief  of  symptoms  of  anxiety — Valium  (diaze- 
pam/Roche) tablets.  2 to  10  mg  b i d.  to  q.i.d.;  or  1 or  2 Valrelease  capsules  (15  to 
30  mg)  daily  Acute  alcohol  withdrawal — tablets.  10  mg  t.i.d.  or  q.i.d.  in  first 
24  hours,  then  5 mg  t.i.d.  or  q.i.d.  as  needed;  or  2 capsules  (30  mg)  the  first 
24  hours,  then  1 capsule  (15  mg)  daily  as  needed  Adjunctively  in  skeletal  muscle 
spasm — tablets.  2 to  10  mg  t.i.d.  or  q.i.d.;  or  1 or  2 capsules  (15  to  30  mg)  once 
daily.  Adjunctively  in  convulsive  disorders — tablets,  2 to  10  mg  b i d.  to  q.i.d.;  or 
1 or  2 capsules  (15  to  30  mg)  once  daily. 

Geriatric  or  debilitated  patients:  Tablets — 2 to  2Vi  mg  1 or  2 times  daily  initially, 
increasing  as  needed  and  tolerated  (see  Precautions)  Capsules — 1 capsule 
(15  mg)  daily  when  5 mg  oral  Vftlium  has  been  determined  as  the  optimal  daily 
dose. 

Children:  Tablets — 1 to  2Vi  mg  t.i.d.  or  q.i.d.  initially,  increasing  as  needed  and 
tolerated  (not  for  use  in  children  under  6 months)  Capsules — 1 capsule  (15  mg) 
daily  when  5 mg  oral  Valium  has  been  determined  as  the  optimal  daily  dose  (not 
for  use  in  children  under  6 months) 

irjjECTABLE  Usual  initial  dose  in  older  children  and  adults  is  2 to  20  mg  I.M.  or  IV, 
depending  on  indication  and  severity.  Larger  doses  may  be  required  in  some 
conditions  (tetanus).  In  acute  conditions  injection  may  be  repeated  within 
1 hour,  although  interval  of  3 to  4 hours  is  usually  satisfactory.  Lower  doses 
(usually  2 to  5 mg)  with  slow  dosage  increase  for  elderly  or  debilitated  patients 
and  when  sedative  drugs  are  added.  (See  'Khrnings  and  Adverse  Reactions.) 

For  dosages  in  infants  and  children  see  below;  have  resusdtative  facilities 
available 

I.M  use:  by  deep  injection  into  the  muscle 

I V use.  inject  slowly,  take  at  least  one  minute  for  each  5 mg  (1  ml)  given  Do 
not  use  small  veins,  i.e.,  dorsum  of  hand  or  wrist  Use  extreme  care  to  avoid 
intra-arterial  administration  or  extravasation  Do  not  mix  or  dilute  Valium 
with  other  solutions  or  drugs  in  syringe  or  infusion  flask  If  it  is  not  feasible 
to  administer  Valium  directly  IV,  it  may  be  injected  slowly  through  the 
infusion  tubing  as  close  as  possible  to  the  vein  insertion 
Moderate  anxiety  disorders  and  symptoms  of  anxiety,  2 to  5 mg  I.M.  or  I V,  and 
severe  anxiety  disorders  and  symptoms  of  anxiety,  5 to  10  mg  I.M.  or  I V,  repeat 
in  3 to  4 hours  if  necessary;  acute  alcohol  withdrawal,  10  mg  I.M.  or  IV  initially, 
then  5 to  10  mg  in  3 to  4 hours  if  necessary.  Muscle  spasm,  in  adults.  5 to  10  mg 
I.M.  or  IV  initially,  then  5 to  10  mg  in  3 to  4 hours  if  necessary  (tetanus  may 
require  larger  doses);  in  children  administer  I.V.  slowly,  for  tetanus  in  infants 
over  30  days  of  age.  1 to  2 mg  I.M.  or  IV,  repeat  every  3 to  4 hours  if  necessary; 
in  children  5 years  or  older.  5 to  10  mg  repeated  every  3 to  4 hours  as  needed 
Respiratory  assistance  should  be  available 

Status  epilepticus,  severe  recurrent  convulsive  seizures  (IV  route  preferred), 

5 to  10  mg  adult  dose  administered  slowly,  repeat  at  10-  to  15-minute  intervals  up 
to  30  mg  maximum.  Repeat  in  2 to  4 hours  if  necessary,  keeping  in  mind  possi- 
bility of  residual  active  metabolites.  Use  caution  in  presence  of  chronic  lung 
disease  or  unstable  cardiovascular  status.  Infants  (over  30  days)  and  children 
( under  5 years).  0.2  to  0.5  mg  slowly  every  2 to  5 min  , up  to  5 mg  ( IV  pre- 
ferred). Children  5 years  plus,  1 mg  every  2 to  5 min.,  up  to  10  mg  (slow  I V 
preferred);  repeat  in  2 to  4 hours  if  needed  EEG  monitoring  may  be  helpful. 

In  endoscopic  procedures,  titrate  IV  dosage  to  desired  sedative  response,  gener- 
ally 10  mg  or  less  but  up  to  20  mg  (if  narcotics  are  omitted)  immediately  prior  to 
procedure;  if  IV  cannot  be  used,  5 to  10  mg  I.M  approximately  30  minutes  prior 
to  procedure.  As  preoperative  medication,  10  mg  I.M  ; in  cardioversion,  5 to 
15  mg  IV  within  5 to  10  minutes  prior  to  procedure  Once  acute  symptomatology 
has  been  properly  controlled  with  injectable  form,  patient  may  be  placed  on 
oral  form  if  further  treatment  is  required. 

Management  of  Overdosage:  Manifestations  include  somnolence,  confusion, 
coma,  diminished  reflexes  Monitor  respiration,  pulse,  blood  pressure;  employ 
general  supportive  measures,  IV  fluids,  adequate  airway.  Use  levarterenol  or 
metaraminol  for  hypotension.  Dialysis  is  of  limited  value 

How  Supplied: 

oral  Valium  scored  tablets — 2 mg,  white;  5 mg,  yellow;  10  mg,  blue — bottles  of 
100  and  500;  Prescription  Paks  of  50,  available  in  tray's  of  10;  Tel-E-Dose®  pack- 
ages of  100,  available  in  trays  of  4 reverse-numbered  boxes  of  25  and  in  boxes 
containing  10  strips  of  10 

Valrelease  (diazepam/Roche)  slow-release  capsules — 15  mg  (yellow  and  blue), 
bottles  of  100,  Prescription  Paks  of  30. 

injectable  Ampuls,  2 ml,  boxes  of  10;  Vials,  10  ml,  boxes  of  1 ; Tel-E-Ject®  (dis- 
posable syringes),  2 ml,  boxes  of  10  Each  ml  contains  5 mg  diazepam,  com- 
pounded with  40%  propylene  glycol,  10%  ethyl  alcohol,  5%  sodium  benzoate 
and  benzoic  acid  as  buffers,  and  15%  benzyl  alcohol  as  preservative 
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Resumen:  El  síndrome  de  ¡nmunodeficiencia  o “AIDS”  es 

asociado  con  el  sarcoma  de  Kaposi  e infecciones  oportunistas 
afectando  los  homosexuales,  drogadictos  a uso  parenteral, 
hemofílicos,  haitianos  y recién  nacidos.  La  causa  del  síndrome 
permanece  desconocido.  El  propósito  de  este  repaso  es  ¡lumi- 
nar la  data  epidemiológica  disponible,  presentar  los  hallazgos 
clínicos  e inmunológicos,  discutir  el  papel  de  un  posible  agente 
transmisible  y su  relación  con  el  sarcoma  de  Kaposi  en  este 
síndrome.  Precauciones  similares  a hepatitis  B deben  llevarse  a 
cabo  con  los  afectados  y recomendaciones  para  su  prevención 
son  ofrecidas. 

Durante  los  últimos  dos  años  el  síndrome  de  inmuno- 
deficiencia  adquirida  mejor  conocida  por  AIDS  que 
significa  en  inglés  “Acquired  Immunodeficiency  Syndrome”, 
ha  sido  intensamente  investigado  por  la  comunidad  médica 
mundial,  particularmente  por  el  Centro  de  Control  de  Enfer- 
medades (CDC)  en  Atlanta,  Georgia.  Aunque  los  casos 
reportados  han  sobrepasado  los  mil  seiscientos  en  más  de 
trece  países  incluyendo  a Puerto  Rico  y treinta  y tres  estados 
de  la  nación  americana.1  Los  esfuerzos  para  dilucidar  la 
causa  de  este  nuevo  síndrome  todavía  han  sido  infructuosos. 


Del  Programa  de  Entrenamiento  de  Enfermedades  Infecciosas,  Hospital  de 
Veteranos  y Escuela  de  Medicina  de  la  Universidad  de  Puerto  Rico,  y Hospita- 
les Afiliados,  Laboratorio  de  Enfermedades  Infecciosas  y Servicios  de  Investi- 
gación y Medicina  del  Hospital  de  Veteranos,  Departamento  de  Medicina  de  la 
Escuela  de  Medicina  de  I a Universidad  de  Puerto  Rico,  San  Juan,  Puerto  Rico. 

Solicitar  reimpresos  a:  Bernard  Christenson,  MD,  Hospital  de  Veteranos 
(151),  Departamento  de  Enfermedades  Infecciosas,  GPO  Box  4867,  San  Juan. 
Puerto  Rico  00936.  Tel.  (809)  751-5700. 


Definición 

¿Qué  es  el  síndrome  de  ¡nmunodeficiencia  adquirida 
AIDS?  AIDS  es  una  deficiencia  inmunológica  que  se 
adquiere,  no  se  hereda,  una  deficiencia  inmunológica  secun- 
daria en  la  que  se  presentan  múltiples  infecciones  opor- 
tunistas asociadas  y/o  malignidades  poco  frecuentes  tales 
como  el  sarcoma  de  Kaposi.  Su  etiología  puede  ser  un  agente 
infeccioso  aún  por  identificarse,  un  muíante  de  un  microorga- 
nismo o virus  ya  conocido  por  una  combinación  de  varios 
factores  infecciosos,  inmunológicos  y/o  ambientales.  La 
causa  exacta  aún  se  desconoce.2 

Si  un  agente  infeccioso  está  envuelto,  tal  parece  que 
adquiere  contacto  íntimo  directo  de  la  superficie  mucosal 
(actividad  sexual  en  los  homosexuales)  o por  vía  parenteral 
(el  uso  ilícito  de  drogas  intravenosas)  o por  transfusiones  de 
componentes  sanguíneos  para  adquirirse.  Hasta  reciente- 
mente, la  adquisición  de  la  condición  por  contacto  casual 
interpersonal  o por  vía  aérea  parecía  poco  probable,  pero  se 
han  reportado  un  grupo  de  niños  afectados  por  la  condición 
que  posiblemente  fue  adquirida  o transmitida  bien  en  un 
útero  o por  contacto  íntimo  entre  madre  e hijo  después  del 
nacimiento.3  4 5 

De  acuerdo  con  las  autoridades  del  CDC  el  patrón  epide- 
miológico es  similar  al  virus  del  hepatitis  B,  el  cual  es  muy 
común  en  los  pacientes  con  AIDS.6 


Datos  Epidemiológicos 

¿Quiénes  son  afectados  por  AIDS?  Aproximadamente  el 
75%  de  los  pacientes  son  hombres  homosexuales  o bisexuales, 
particularmente  aquellos  con  múltiples  parejas  sexuales,  de 
acuerdo  con  los  datos  obtenidos  por  el  CDC.  Hay  un  16%  de 
los  casos  que  son  varones  heterosexuales,  4. 1%  de  preferencia 
sexual  desconocida  y un  5.7%  mujeres  heterosexuales.  De 
aquellos  pacientes  no  homosexuales  hay  un  14.2%  que  son 
adictos  a drogas  ilícitas,  un  5.1%  son  haitianos,  un  0.7%  son 
hemofílicos  y un  5.6%  del  total  carecen  de  un  denominador 
en  común  o son  pobremente  definidos.6  La  mayoría  de  los 
casos,  un  70%,  particularmente  la  comunidad  homosexual 
afectada,  se  encuentra  en  ciudades  grandes  como  Nueva 
York,  San  Francisco,  Los  Angeles,  Miami,  Newark,  Hous- 
ton, Chicago,  Boston,  Washington  y Filadelfia  en  orden 
descendente.6  7 

Las  manifestaciones  clínicas  iniciales  son  fiebre  de  origen 
desconocido,  cansancio,  malestar  general,  marcada  pérdida 
de  peso,  diarrea,  sudoración  nocturna  y linfadenopatía  gene- 
ralizada. Generalmente,  estos  preceden  por  semanas  a meses 
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en  que  una  variedad  de  infecciones  oportunistas  y/o  neopla- 
sias poco  comunes  comienzan  en  aparecer.8  13 

Es  bien  conocido  que  la  población  homosexual  tienen 
una  incidencia  mayor  de  enfermedades  sexualmente  transmi- 
sibles tales  como:  citomegalovirus,  Entamoeba  histolytica, 
Giardia  lamb/ia,  los  viruses  de  hepatitis  A y B,  Neisseria 
gonorrhoeae  y Treponema  pallidium.  Además,  un  porciento 
alto  de  los  homosexuales  tienen  títulos  serológicos  altos  del 
anticuerpo  en  contra  del  virus  de  Epstein-Barr  y aproximada- 
mente un  95%  de  los  mismos  son  también  seropositivos  para 
citomegalovirus  (CMV).'4  15  Se  ha  determinado  que  los 
homosexuales  excretan  continuamente  el  citomegalovirus  en 
la  orina  en  comparación  con  los  hombres  heterosexuales  que 
lo  eliminan  muy  poco  o nada  a través  del  tracto  urinario.14  15 

Los  varones  homosexuales  tienen  una  predisposición 
mayor  a muchas  infecciones  que  normalmente  se  ven  con 
pacientes  sometidos  a inmunosupresión  inducida.  Tales 
infecciones  como  el  virus  de  herpes  simplex.  Toxoplasma 
gondii.  Candida,  Cryptococcus,  Mycobacteria  atipica,  infec- 
ciones entéricas  causadas  por  Giardiasis,  Salmonella, 
Campylobacter,  Enterobiasis,  Strongyloidiasis  y otros  proto- 
zoarios.16  19 

Inicialmente,  fue  en  este  grupo  de  pacientes  que  se 
observó  un  aumento  en  los  casos  reportados  de  pulmonías 
causadas  por  el  protozoario.  Pneumocystitis  carinii.1  9 20 
Muchos  de  estos  casos  con  una  particular  asociación  a la 
misma  vez,  con  el  sarcoma  de  Kaposi.5  10  11  20  21  22 

Estos  fueron  seguidos  por  candidiasis  oral  y gastrointesti- 
nal, infecciones  diseminadas  por  Mycobacteria  atipica  y 
tuberculosa,  meningitis  por  Cryptococcus  neoformans.  Toxo- 
plasma gondii  afectando  el  sistema  nervioso  central,  infeccio- 
nes serias  del  virus  de  herpes  simplex  y zoster  u otras 
infecciones  entéricas  previamente  mencionadas.8  16  18  23  29  31 

La  tendencia  de  recidivas  de  estas  infecciones  son  caracte- 
rísticas en  los  pacientes  con  AIDS  a pesar  del  tratamiento 
apropiado  con  los  agentes  antimicrobianos  y antivirales  dis- 
ponible en  la  actualidad.8  9 18 

El  año  pasado  se  reportaron  casos  de  haitianos;  heterose- 
xuaes  y no  adictos  a drogas  ilícitas  afectados  por  P.  carinii 
con  el  cuadro  clínico  de  AIDS.30  33  También  se  observó  en 
mujeres  heterosexuales  cuyas  parejas  sexuales  eran  drogadic- 
tos  quienes  no  se  encontraban  enfermos  y luego  recayeron 
con  la  misma  condición.34  35  Posiblemente  hayan  mujeres 
heterosexuales,  no  haitianas,  ni  adictas  que  hayan  contraido 
el  síndrome.36  En  la  actualidad  se  extiende  la  aparición  de  la 
condición  a aquellos  individuos  con  hemofilia,  quienes  fre- 
cuentemente reciben  sangre  y componentes  sanguíneos  como 
concentrados  de  factor  VIII.37  41  También  se  describe  el  caso 
de  un  neonato,  el  cual  recibió  productos  sanguíneos  de  un 
donante  homosexual  saludable  al  momento  de  la  donación  y 
luego  ambos  adquirieron  la  condición.42 

La  prevención  del  síndrome  en  los  recipientes  de  sangre  y 
componentes  sanguíneos  puede  requerir  normas  más  estrictas 
en  restringir  el  uso  de  sangre  en  los  donantes  de  alto  riesgo  de 
preparar  y procesar  estos  productos  para  eliminar  de  un  posi- 
ble agente  transmisible.43  También  la  población  penal,  espe-' 
cialmente  los  homosexuales  y adictos,  se  encuentran  a riesgo 
de  adquirir  el  síndrome.44  46 

Hallazgos  Inmunológicos 

Los  datos  demuestran  evidencia  de  un  defectoen  la  forma- 
ción de  los  anticuerpos  debido  a lo  siguiente: 
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1.  los  niveles  séricos  de  inmunoglobulinas  especialmente 
IgG  y IgA  están  aumentados  particularmente  en  los 
pacientes  con  AIDS  con  múltiples  infecciones  oportunistas. 

2.  la  respuesta  a inmunización  puede  ser  reducida. 

3.  aunque  hay  producción  de  anticuerpos  en  contra  de  los 
agentes  infecciosos  comúnmente  vistos  en  los  pacientes 
con  AIDS,  investigaciones  recientes  estiman  que  son  anti- 
cuerpos defectuosos.3 

Igualmente  hay  evidencia  substancial  de  un  disturbio  en  la 
inmunidad  mediado  celularmente  en  los  afectados  por  AIDS 
manifestado  por: 

1.  leucopenia  y linfocitopenia  en  el  hemograma  periférico, 

2.  una  disminución  en  la  hipersensitividad  tardía  o sea,aner- 
gía  cutáneo  (in  vivo). 

3.  anormalidades  en  la  reactividad  mitogénica  (in  vitro). 

4.  disminución  o ausencia  de  subgrupo  de  linfocitos  T 
ayudantes 

5.  un  aumento  relativo  (a  veces,  absoluto)  en  los  linfocitos 
supresores/citotóxicos 

6.  y finalmente,  una  disminución  en  la  razón  de  los  linfoci- 
tos ayudantes  a los  supresores.47  48 

En  algunos  casos  los  complejos  inmunes  están  aumenta- 
dos y no  se  han  descrito  anormalidades  con  el  componente 
fagocítico  o sistema  de  complemento.2 

Hay  estudios  hechos  en  poblaciones  a riesgo,,  homose- 
xuales y hemofílicos  normales  que  demuestran  cambios  en  la 
razón  de  los  subgrupos  de  linfocitos  T,  aún  sin  tener  manifes- 
taciones del  cuadro  clínico  de  AIDS.  El  significado  de  estos 
cambios  debe  ser  analizado  con  cautela.  A veces,  en  los 
pacientes  con  AIDS,  estos  cambios  no  correlacionan  con  el 
estado  clínico  de  los  pacientes.49  50 

Estudios  preliminares  hechos  en  homosexuales,  adictos  a 
drogas  ilícitas  y haitianos  sugieren  que  la  producción  in  vitro 
de  interferon  IFN  alfa  por  células  mononucleares  es  defec- 
tuosa. Si  la  habilidad  de  producir  IFN  alfa  tiene  o no  un 
valor  diagnóstico  o prognóstico  aún  no  se  ha  determinado.2 

Algunos  de  los  casos  de  púrpura  trombocitopénica  se  han 
descrito  en  varones  homosexuales  sexualmente  activos  que 
están  expuestos  a múltiples  antígenos.  Esta  enfermedad  clíni- 
camente no  se  puede  distinguir  de  la  variedad  clásica  de 
púrpura  trombocitopénica  autoinmune  que  vemos  en  la 
población  femenina.  Estos  pacientes  homosexuales  tienen 
complejos  inmunes  circulantes  que  se  unen  a sus  plaquetas  en 
diferencia  con  la  variedad  clásica  que  se  debe  a anticuerpos 
anti-plaquetarios  IgG.51 

Data  Sobre  Posible  Agente  Transmisible 

Primeramente  se  implica  que  un  agente  infeccioso,  posi- 
blemente un  virus  como  el  citomegalovirus  (CMV),  el  virus 
Epstein-Barr  (EBV)  el  virus  de  la  hepatitis  B o el  virus  leucé- 
mico humano  de  células  T.  La  evidencia  en  favor  ha  demos- 
trad j que  CMV  y EBV  puede  causar  una  inmunosupresión 
transitoria  en  individuos  normales.  La  presente  re-exposición 
y re-infección  con  citomegalovirus  entre  personas  suma- 
mente promiscuas  o por  vía  parenteral  puede  llevar  al 
paciente  a un  estado  de  profunda  y aparentemente  inmunosu- 
presión permanente  directamente  relacionada  a la  infección 
viral  recurrente.  Por  lo  contrario,  la  presencia  decitomegalo- 
virus  como  agente  infeccioso  puede  ser  meramente  conse- 
cuencia de  esta  inmunosupresión.  Similarmente  es  probable 
que  otras  infecciones  oportunistas  y el  sarcoma  de  Kaposi 
sean  secundarios  al  estado  de  inmunosupresión  en  estos  indi vi- 
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duos.  Pero  la  principal  causa  de  la  inmunosupresión  de  este 
síndrome  es  actualmente  desconocida.2  47 

Datos  recientes  igualmente  implican  el  virus  leucémico 
humano  de  células  T como  posible  agente  etiológico:  un  75% 
de  los  pacientes  afectados  por  AIDS  tienen  anticuerpos  en 
contra  del  virus  en  comparación  con  solamente  de  menos  de 
1%  de  los  controles.  Recientemente  se  ha  aislado  este  virus  en 
pacientes  al  riesgo  y con  AIDS  pero  su  rol  como  posible  agente 
etiológico  se  desconoce.52  55 

Los  efectos  de  los  viruses  herpéticos  como  EBV,  CMV  y 
hepatitis  B regulando  el  sistema  inmunológico:  suprimiendo 
la  respuesta  celular  inmunológica  y alterando  la  razón  de  las 
células  T ayudante/supresores,  es  bien  conocido.  Igualmente, 
la  infección  simultánea  puede  aumentar  la  capacidad  oncogé- 
nica  de  las  mismas.  CMV,  por  si  mismo,  puede  infectar  los 
macrófagos  alveolares  impidiendo  así  la  habilidad  de  estas 
células  interaccionarse  con  Pneumocystitis  carinii.  Otra  posibi- 
lidad de  la  interacción  entre  citomegalovirus  - Pneumocystitis 
es  que  P.  carinii  puede  servir  como  huésped  intermediario  o 
reservorio  para  el  citomegalovirus.2  47 

Explorando  posibles  modalidades  en  el  tratamiento  de 
AIDS  se  ha  intentado  alterar  su  principal  defecto  inmunoló- 
gico que  es  la  ausencia  relativa  o absoluta  de  las  células  T con 
la  administración  de  inmunomoduladores  como  el  factor  de 
transferencia  o extracto  de  timosina  a nivel  experimental. 
También  se  ha  intentado  alterar  esta  deficiencia  y destruir  la 
citotoxidad  — específica  de  citomegalovirus  con  el  uso  de 
interleukina-Z  (IL-Z)  e interferon-B  (INF-B)  en  estudios  in 
vitro.  Todavía  es  muy  prematuro  determinar  si  los  estudios 
humanos  prometen  una  modalidad  de  tratamiento  para  los 
afectados  por  AIDS.2  56 

Otro  posible  mecanismo  sugerido  en  el  defecto  de  inmuno- 
regulación  de  AIDS  es  que  el  plasma  seminal  contiene  factores 
capaces  de  inhibir  la  función  linfocítica  y la  actividad  del 
complemento  in  vitro.  Esto  contiene  una  carga  alta  de  antigeni- 
cidad  (espermatozoides)  permitiendo  así  una  producción  de 
anticuerpos  antiespermáticos,  los  cuales  tienen  una  reactivi- 
dad cruzada  con  los  fagocitos  T que  producen  inmuno- 
supresión. 

Las  drogas  ilícitas  como  la  heroína  son  capaces  de  causar 
depresión  en  la  inmunidad  mediada  por  células  y afectan  las 
pruebas  in  vitro  de  estimulación  linfocítica.  Los  nitritos  orgáni- 
cos como  el  nitrito  de  amilo  y butilo  que  son  usados  como 
estimulantes  sexuales  pueden  suprimir  la  función  linfocítica  in 
vitro,  tiene  propiedades  mutagénicas  y relacionarse  con  los 
ácidos  amino  y proteínas  bioquímicamente  in  vitro.  Esta  expli- 
cación intenta  implicar  que  el  sarcoma  de  Kaposi  u otras 
malignidades  raras  en  los  pacientes  homosexuales  están  rela- 
cionadas con  el  abuso  de  estos  nitritos.57  58 

Hay  cierta  predisposición  genética  evidenciada  por  una 
alta  incidencia  del  antígeno  HLA-DR-5  en  los  casos  de  homo- 
sexuales con  el  sarcoma  de  Kaposi.  Aproximadamente  el  50% 
de  los  negros  africanos  lo  tienen  y es  más  común  en  la  pobla- 
ción de  judíos  e italianos;  los  últimos  tienden  a desarrollar  el 
sarcoma  de  Kaposi  a mayor  edad.  Aún  faltan  muchos  estudios 
para  conocer  si  la  conección  genética  es  verdaderamente 
importante  en  adquirir  el  síndrome.2  47 

¿Cómo  se  puede  manifestar  el  sarcoma  de  Kaposi  en  los 
pacientes  con  AIDS? 

1.  En  los  varones  mayores  de  60  años  de  descendencia 
judía  e italiana  se  presentan  con  un  cuadro  cutáneo,  lenta- 
mente progresivo  con  placas  o nodulos  subcutáneos  hiperpig- 
mentados  o violáceos. 


2.  En  los  pacientes  con  transplantes  renales  tratados  con 
inmunosupresión  o aquellos  pacientes  con  malignidades 
como  linfomas  se  manifiesta  de  forma  invasiva  y envuelve  los 
nodulos  linfáticos  o en  adultos  jóvenes  con  una  enfermedad 
invasiva,  metastática  y fatal. 

Y por  último  en  los  pacientes  con  AIDS,  su  forma  epidé- 
mica, están  tan  diseminado  como  la  variedad  africana.  La 
distribución  de  los  casos  de  sarcoma  de  Kaposi  en  Africa, 
similar  al  linfoma  de  Burkitt,  sugiere  una  asociación  viral. 
Estos  datos  son  apoyados  por  evidencia  seroepidemiológica, 
el  potencial  de  transmisión  por  citomegalovirus  y la  obtención 
de  citomegalovirus  de  línea  derivados  de  tumor  in  vitro.  El 
tratamiento  del  sarcoma  de  Kaposi  ha  sido  generalmente  con- 
servador; radioterapia  para  las  lesiones  de  la  piel  y quimiotera- 
pia; a veces  con  agentes  solos  para  las  formas  diseminadas  de 
la  enfermedad.  Pero  el  paciente  con  AIDS  parece  ser  el  único  y 
complejo  etiológico  e inmunológicamente.  El  tratamiento  sis- 
témico  presenta  problemas  para  controlar  el  tumor  con  agen- 
tes citotóxicos  y en  los  esfuerzos  para  alterar  la  resistencia  del 
húesped  con  modificadores  inmunológicos.  Es  más  difícil 
seleccionar  esta  quimioterapia  en  vista  de  la  susceptibilidad  de 
estos  pacientes  a infecciones  oportunistas.59'61 

El  interferon  fue  usado  recientemente  en  doce  pacientes 
con  el  sarcoma  de  Kaposi  asociados  con  AIDS  y aparente- 
mente es  capaz  en  establecer  en  parte  la  inmunidad  mediada 
celularmente,  pero  todavía  no  hay  los  suficientes  datos  para 
señalar  su  futuro  uso  como  modalidad  de  tratamiento  del 
sarcoma  de  Kaposi.56 

Interesantemente,  en  Haití,  el  sarcoma  de  Kaposi  se  ha 
descrito  en  números  sorprendemente  altos  aparte  de  AIDS. 
Para  complicar  estos  datos,  Haití,  se  menciona  con  cierta 
frecuencia  en  los  datos  del  CDC  obtenidos  de  los  pacientes 
homosexuales  con  AIDS,  aunque  la  data  preliminar  no 
sugiere  en  ninguna  forma  que  viajara  Haití  aumenta  el  riesgo 
de  los  hombres  homosexuales  en  adquirir  el  sarcoma  de 
Kaposi. 


Conclusión 

La  causa  del  síndrome  de  inmunodeficiencia  se  desconoce, 
pero  la  especulación  incluye  la  exposición  de  múltiples  antíge- 
nos  con  organismos  que  suprimen  la  inmunidad  y se  postula 
un  virus  de  tipo  delta  o satélite  de  otro  virus  común  como 
CMV.  Evidencia  reciente  para  favorecer  aún  más  la  teoría 
viral  es  el  hallazgo  en  nodulos  linfáticos  examinados  por 
microscopía  electrónica  revelando  unas  estructuras  citoplás- 
micas  que  se  describen  como  vesículas  en  forma  de  rosetas  de 
maíz.  Si  estas  estructuras  que  se  encuentran  en  los  linfócitos  y 
las  células  plasmáticas  están  relacionadas  con  la  posible  etiolo- 
gía viral  de  AIDS,  aún  esta  por  verse  y debe  ser  analizado  con 
cautela.  Actualmente  no  existe  un  tratamiento  efectivo  para 
AIDS,  pero  los  estudios  con  interferon  se  continúan. 

Está  la  pregunta,  si  esta  enfermedad  puede  ser  mejor  mane- 
jada si  se  reconoce  más  temprano.  Esto  permitiría  que  el 
paciente  opte  por  cambiar  su  estilo  de  vida,  disminuyendo  así 
la  exposición  de  la  misma  a otros.  Por  lo  presente,  solamente 
las  características  de  la  enfermedad  son  reconocidas  y las 
infecciones  y neoplasmas  asociadas  deben  ser  tratadas 
individualmente. 

La  prevención  para  aquellos  que  atienden  estos  pacientes  y 
para  la  población  en  general  puede  contribuir  en  frenar  el 
síndrome  a tiempo. 
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APENDICE  A 

Precauciones  Para  El  Personal  Médico 

¿Cuáles  son  las  recomendaciones  del  Centro  para  el  Con- 
trol de  Enfermedades  (CDC)  como  precauciones  a seguir  por 
el  personal  médico,  paramédico  y de  laboratorio  que  atienden 
a pacientes  con  el  síndrome  de  inmunodeficiencia  adquirida 
AIDS? 

Las  precauciones  a tomarse  son  las  siguientes: 

1 . Se  debe  tener  cuidado  para  evitar  heridas  accidentales  con 
instrumentos  o materiales  cortantes,  contaminados  con 
material  de  estos  pacientes  (i.e.  agujas). 

2.  Se  deben  utilizar  guantes  al  trabajar  con  las  muestras  de 
sangre  de  estos  pacientes,  sus  desperdicios,  secreciones, 
objetos  o materiales  que  han  sido  expuestos  a estos  casos. 

3.  Se  debe  utilizar  una  bata  desechable  para  entrar  al  cuarto 
del  paciente  cuando  ocurra  la  posibilidad  de  contamina- 
ción de  la  ropa  con  sangre,  secreciones  o excreciones  de 
los  pacientes. 

4.  Deben  lavarse  las  manos  tras  remover  las  batas  y los 
guantes.  Si  ocurre  contaminación  de  las  manos  con  secre- 
ciones o sangre  del  paciente,  se  deberá  lavar  las  manos 
inmediatamente. 

5.  Toda  muestra  de  sangre  que  se  tome  a estos  pacientes 
debe  identificarse  como  sigue:  “Precauciones  AIDS”.  Si 
la  parte  exterior  de  un  tubo  o envase  que  contiene  sangre  u 
otros  especímenes  del  paciente  se  contamina  con  este 
material,  el  tubo  o el  envase  debe  limpiarse  con  una 
solución  desinfectante  (como  una  dilución  de  1 : 1 0 de  una 
solución  al  5.25%  de  hipoclorito  sódico;  puede  utilizarse 
una  solución  de  cloro  de  uso  regular)  Toda  muestra  de 
sangre  debe  ser  colocada  en  un  segundo  envase  o bolsa 
plástica  para  que  no  se  vierta  el  contenido  en  caso  de  que 
se  rompa  el  primer  envase. 

6.  En  caso  de  derramarse  sangre  u otros  especímenes  de 
estos  pacientes  sobre  una  superficie,  debe  limpiarse  el  área 
con  la  solución  antes  mencionada. 

7.  La  ropa  de  estos  pacientes  deberá  colocarse  por  separado 
en  bolsas  plásticas  debidamente  identificadas. 

8.  Las  agujas  de  muestras  tomadas  de  estos  pacientes  deben 
desecharse  en  un  envase  específico. 

9.  Los  pacientes  severamente  enfermos  con  esta  condición  y 
que  por  su  estado  de  salud  no  puedan  asearse  por  si 
mismos  (casos  de  diarrea  profusa,  incontinencia  fecal  o 
comportamiento  alterado  a consecuencia  de  infecciones 
del  sistema  nervioso  central)  deberán  instalarse  en  cuartos 
individualmente. 

Según  se  puede  ver,  las  precauciones  son  similares  a las  que 
se  toman  en  pacientes  que  tienen  infecciones  con  el  virus  de 
hepatitis. 

Es  juicioso  tomar  estas  precauciones  por  el  desconoci- 
miento del  agente  causal  de  esta  enfermedad  hasta  el  presente, 
aunque  no  exista  evidencia  de  la  transmisión  de  AIDS  a 
personal  hospitalario  que  haya  estado  en  contacto  con  estos 
pacientes  o sus  especímenes  clínicos  hasta  este  momento. 

APENDICE  B 
Prevención  de  AIDS 

Como  medidas  preventivas  el  Servicio  de  Salud  Pública 
recomienda  lo  siguiente: 


1.  El  contacto  sexual  debe  ser  evitado  con  aquellos  indivi- 
duos que  tengan  AIDS  o se  sospeche  tengan  dicha  enfer- 
medad. Miembros  de  los  grupos  de  alto  riesgo  deben  ser 
advertidos  de  que  múltiples  parejas  sexuales  aumenta  la 
posibilidad  de  desarrollar  AIDS. 

2.  Como  medida  temporera,  los  miembros  de  los  grupos  de 
alto  riesgo  para  AIDS  deben  abstenerse  de  donar  plasma 
y/o  sangre.  Esta  recomendación  incluye  todos  los  indivi- 
duos que  pertenecen  a estos  grupos,  aunque  muchos  indi- 
viduos tienen  poco  riesgo  de  AIDS.  Los  centros  que 
obtienen  plasma  y/o  sangre  deben  informar  estas  reco- 
mendaciones a posibles  donantes.  La  Administración  de 
Drogas  y Alimentos  (PDA)  se  encuentra  preparando  nue- 
vas recomendaciones  para  las  compañías  farmacéuticas 
que  preparan  plasma  y los  establecimientos  que  procesan 
y almacenan  plasma  y sangre. 

3.  Deben  conducirse  estudios  para  evaluar  los  procedimien- 
tos para  su  eficacia  en  identificar  y excluir  plasma  y sangre 
con  alta  posibilidad  de  transmisión  de  AIDS.  Debe  incluir 
pruebas  de  laboratorio  específicas  así  como  historiales  y 
exámenes  físicos. 

4.  Los  médicos  deben  seguir  estrictamente  las  indicaciones 
médicas  para  transfusiones. 

5.  Son  necesarios  estudios  para  el  desarrollo  de  productos  de 
sangre  más  seguros  para  el  uso  en  los  hemofílicos. 


Summary:  Acquired  immune  deficiency  syndrome  or  AIDS 

is  associated  with  Kaposi  sarcoma  and  opportunistic  infections 
affecting  the  homosexual,  intravenous  drug  abusers,  hemophi- 
liacs, Haitians  and  neonates.  The  cause  of  this  syndrome 
remains  unknown.  The  purpose  of  this  review  is  to  highlight  the 
epidemiological  data  available,  present  the  clinical  and  immuno- 
logical features,  discuss  the  role  of  a possible  transmissible  agent 
and  its  relatioship  with  Kaposi’s  sarcoma  in  this  syndrome.  Pre- 
cautions similar  to  Hepatitis  B should  be  taken  with  those  affec- 
ted and  prevention  recommendations  are  given. 
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Hepatitis  Viral  - 1983 

Miguel  S.  Pastrana,  M.D. 

El  término  Hepatitis  Viral  se  refiere  a una  inflamación 
del  hígado  con  destrucción  de  hepatocitos  e infiltra- 
j ción  con  células  inflamatorias  debido  a uno  de  los  virus 
! reconocidos  como  hepatotrópicos.  Esta  inflamación  aguda, 
I queriéndose  decir  de  menos  de  6 a 12  semanas  de  duración, 
se  presenta  con  un  cuadro  clínico,  bioquímico,  inmunológico 
I y patológico  característico.  Se  les  denomina  hepatotrópicos  a 
i aquellos  virus  que  afectan  principalmente  al  hígado  y aquí  se 
reproducen  causando  destrucción  hepática.  Pueden  estos 
i virus  afectar  secundariamente  otros  órganos  produciendo 
cuadros  clínicos  variados.  Ejemplo:  riñón,  pancreas,  piel  y 
arterias  pequeñas  (Síndrome  de  Gianotti). 

Los  virus  hepatotrópicos  se  denominan  modernamente 
i a través  de  letras:  Virus  A,  previamente  reconocido  como 
Hepatitis  Viral  Infecciosa;  Virus  B,  produciendo  la  enferme- 
dad previamente  reconocida  como  Hepatitis  Sérica  o Hepati- 
tis de  Incubación  Larga  y,  finalmente,  Virus  ni  A ni  B,  que 
quizás  sean  más  de  uno,  y que  recientemente  se  han  recono- 
cido epidemiológicamente  produciendo  otra  variante  clínica 
de  Hepatitis  Aguda. 

Historia 

La  hepatitis  viral  se  describe  siglos  antes  de  Cristo  en  la 
Biblia  y luego  en  escritos  de  Hipócrates  se  describe  un  cuadro 
llamado  Ictericia  Catarral  que  posiblemente  sea  la  hepatitis 
viral  tipo  A reconocida  al  presente. 

En  épocas  más  modernas  se  utilizaban  términos  para 
diferenciar  los  tipos  de  hepatitis  a base  de  diferencias  epide- 
miológicas, ya  que  no  habían  marcadores  para  los  virus  ni  se 
habían  podido  identificar  estos.  Los  adelantos  en  este  campo 
desde  mediados  de  la  década  de  1960  han  sido  galopantes,  al 
punto  que  al  presente  hay  más  de  siete  revistas  y un  sinnú- 
mero de  libros  dedicados  a la  nueva  ciencia  de  la  Hepatolo- 
gía.  Comienzan  los  adelantos  con  el  descubrimiento  inci- 
dental en  1967  de  un  antígeno  en  la  sangre  de  aborígenes 
australianos  que  se  pensó  era  un  marcador  genético  y se  le 
| llamó  inicialmente  Antigéno  Australiano  por  su  descubridor 
el  Dr.  Baruch  Blumberg.  En  estudios  subsiguientes  este  antí- 
geno se  encontró  en  la  sangre  de  confinados  en  instituciones 
para  niños  retardados,  en  hemofílicos  y en  pacientes  que 
recibían  múltiples  transfusiones.  En  estudios  posteriores  el 
Dr.  Saul  Krugman  logró  probar  la  transmisibilidad  de  este 
antígeno  lo  cual  hizo  sospechar  su  relación  al  virus  de  la 
hepatitis  B.  Subsiguientemente  el  Dr.  Dane  logró  identificar 
las  partículas  relacionadas  al  Virus  B bajo  el  microscopio 
electrónico,  dándole  el  nombre  de  partículas  Dane  a lo  que 
hoy  reconocemos  como  el  virus  completo.  Más  adelante,  se 
describen  los  antígenos  de  la  superficie  del  virus  y sus  subti- 
pos, al  igual  que  la  parte  central  de  este  virus  que  está  com- 
puesta por  DN  A y su  polimerasa.  Los  adelantos  continuaron 
vertiginosamente  hasta  el  presente,  cuando  ya  se  encuentra 
accesible  para  el  clínico  la  vacuna  para  la  hepatitis  B original- 
mente preparada  por  los  Dres.  Hilleman  y Purcell. 


La  historia  de  la  hepatitis  A es  más  lenta  y solo  reciente- 
mente fueron  demostradas  partículas  en  la  excreta  de  pacien- 
tes con  hepatitis  A que  coinciden  con  el  Virus  A. 

Al  lograr  identificar  pacientes  con  hepatitis  aguda  y cró- 
nica sin  marcadores  para  hepatitis  B,  ni  marcadores  para 
hepatitis  A,  se  sospecha  la  presencia  de  otros  virus  hepatotró- 
picos que  no  son  Virus  A ni  Virus  B.  Se  le  reconoce  a este 
grupo  como  hepatitis  no  A ni  B,  hasta  el  presente,  a pesar  de 
haber  muchos  estudios  reclamando  la  identificación  de  virus 
para  esta  enfermedad,  ninguno  a podido  ser  verificado. 

Cuadro  Clínico  de  Hepatitis 

La  hepatitis  viral  se  caracteriza  por  tres  fases  clínicas. 
Estas  son:  período  de  incubación,  enfermedad  aguda  y período 
de  convalescencia.  El  período  de  incubación  representa  la  fase 
desde  el  contagio  hasta  el  momento  de  los  primeros  síntomas. 
Varía  en  los  distintos  tipos  de  virus.  En  la  hepatitis  A varía 
entre  15  a 45  días,  en  la  hepatitis  B,  entre  40  a 180  días  y en  la 
hepatitis  no  A ni  B,  entre  15  y 150  días.  Estos  no  son  infalibles, 
la  duración  puede  variar,  dependiendo  del  tipo  de  contagio,  la 
dosis  de  contagio  y el  estado  inmunológico  del  recipiente.  Por 
lo  tanto,  no  es  muy  útil  el  tiempo  de  incubación  para  un 
diagnóstico  diferencial  de  los  tipos  de  hepatitis. 

La  fase  aguda  puede  dividirse  en  una  etapa  pre-ictérica  y 
otra  donde  ocurre  ictericia.  Esto  es  así  en  aquellos  casos  (los 
cuales  son  los  menos  epidemiológicamente) en  donde  ocurre 
ictericia.  Los  síntomas  iniciales  son:  malestar  general,  anore- 
xia, pérdida  de  fuerza  con  cansancio  marcado,  siendo  éste  el 
síntoma  más  común  en  cualquier  afección  hepática.  En  algu- 
nos casos,  pueden  ocurrir  artralgias,  fiebre,  dolor  en  el  cua- 
drante superior  derecho  y un  cuadro  de  dermatitis  generali- 
zada. La  ictericia,  como  apuntamos  anteriormente,  ocurre  en 
la  minoría  de  los  casos  de  hepatitis  y no  es  un  índice  pronós- 
tico en  la  hepatitis  viral  aguda.  El  cuadro  agudo  se  caracteriza 
por  unas  alteraciones  bioquímicas  revelando  marcadas  eleva- 
ciones en  las  enzimas  sanguíneas  de  tipo  transaminasas  o 
aminotransferasas.  De  estos  tipos  el  SGPT  se  eleva  marcada- 
mente al  igual  que  el  SGOT  pero  este  último  por  lo  general  se 
eleva  en  menos  cantidad  en  la  hepatitis  viral,  opuesto  a lo  que 
ocurre  en  la  hepatitis  alcohólica.  Tampoco  sirve  de  índice  de 
pronóstico  el  grado  de  elevación  de  las  aminotransferasas.  La 
fosfatasa  alcalina  se  puede  elevar  especialmente  en  las  hepatitis 
caracterizadas  por  colestasis  marcada.  En  la  fase  clínica  de  la 
enfermedad  aguda,  los  índices  que  más  ayudan  al  pronóstico 
son:  una  alteración  en  la  prueba  de  protrombina  que  no 
corrija  al  suministrar  Vitamina  K y una  reducción  rápida  del 
tamaño  del  hígado  sin  evidencia  de  mejoría  bioquímica. 
Señales  más  tardías  de  deterioro  clínico  son  retención  de 
líquido  y/o  desarrollo  de  encefalopatía  hepática. 

TABLA  I 


Síntomas  en  Hepatitis  Aguda 


1.  Anorexia  - 80-90% 

2.  Cansancio  y malestar  general  - 95% 

3.  Nausea  - 80% 

4.  Dolor  en  Cuadrante  Superior  Derecho  - 60% 

5.  Fiebre  - 10-15% 

6.  Artralgias  - 10-15% 

7.  Ictericia  - varía  dependiendo  de  población  estudiada 
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TABLA  II 


Signos  en  Hepatitis  Aguda 


1.  Ictericia  - 80-90%  vistos  en  práctica  privada 

2.  Dolor  en  Cuadrante  Superior  derecho  - 80% 

3.  Hepatomegalia  - 70% 

4.  Esplenomegalia  - 20% 


Los  cuadros  clínicos  de  la  hepatitis  viral,  independiente- 
mente de  su  agente  causante,  se  han  descrito  bajo  los  siguien- 
tes términos: 

1 . Hepatitis  Viral  Aguda  Anictérica  - condición  más  común 
epidemiológicamente. 

2.  Hepatitis  Viral  Aguda  Ictérica 

3.  Hepatitis  Viral  Aguda 

a-  con  necrosis  hepática  sub-masiva 
b-  con  necrosis  hepática  masiva  y colapso  hepático -ésta 
es  la  condición  más  severa  y se  le  ha  llamado  también 
Hepatitis  Fulminante.  Ocurre  en  alrededor  del  1%  de  las 
hepatitis  B y se  asocia  con  una  mortalidad  de  sobre  el 
70%,  dependiendo  de  la  edad  del  paciente. 

4.  Hepatitis  Colestática  - cuadro  ictérico  prolongado  pero 
con  buen  pronóstico  a largo  plazo. 

Se  debe  mencionar  que  el  pronóstico  de  la  hepatitis  viral 
está  también  relacionado  al  tipo  de  virus.  En  la  hepatitis  A,  el 
cuadro  es  por  lo  general  más  benigno  a pesar  de  que  puede 
ocurrir  un  cuadro  de  Hepatitis  Fulminante.  No  se  les  conoce 
definitivamente  fase  de  enfermedad  crónica  ni  cuadro  de 
portador  asintomático.  La  hepatitis  Bes  por  lo  general  la  más 
severa  y 90%  de  las  veces  el  paciente  se  cura  completamente 
pero  en  9%  a 10%  de  los  casos  ocurre  una  fase  de  cronicidad  y 
estado  de  portador  del  virus.  La  hepatitis  no  A ni  B tiende  a la 
cronicidad  en  alrededor  de  30%  a 50%  de  los  casos. 

Hepatitis  A 

El  virus  de  la  hepatitis  A pertenece  al  grupo  PICORNA. 
Mide  alrededor  de  27  nm  con  una  cápsula  sencilla  y RNA  de 
cadena  simple  en  su  interior.  Recientemente  ha  podido  ser 
cultivado  en  tejidos.  Esto  facilitará  el  pronto  desarrollo  de 
una  vacuna  contra  la  enfermedad,  que  posiblemente  sea  una 
de  las  enfermedades  infecciosas  más  comunes  del  mundo. 
Esto  ya  está  en  fase  experimental  en  los  laboratorios  de  los 
Drs.  Hilleman  y Provost. 

Se  transmite  solamente  por  contagio  oral-fecal.  Ocurre  en 
brotes  epidémicos  80%  de  las  veces,  especialmente  en  grupos 
de  higiene  pobre.  Hoy  se  puede  diagnosticar  clínicamente 
esta  enfermedad  a través  de  sus  marcadores  inmunológicos 
en  la  sangre  del  paciente.  Esta  pruebas  están  accesibles  para  el 
uso  clínico  en  Puerto  Rico.  En  la  enfermedad  el  virus  se 
excreta  por  conducto  del  intestino  en  la  fase  de  incubación 
tardía  alrededor  de  7 a 10  días  antes  del  comienzo  de  la 
enfermedad  clínica  y posiblemente  al  comienzo  de  la  enferme- 
dad no  haya  excreción  del  virus.  Por  lo  tanto,  no  hay  posibili- 
dad de  contagio.  En  algunos  casos  se  ha  encontrado 
excreción  del  virus  hasta  dos  semanas  después  del  comienzo 
de  la  enfermedad.  Clínicamente  debemos  usar  estos  conoci- 
mientos para  hacer  recomendaciones  a los  familiares  del 


paciente.  Los  marcadores  en  sangre  utilizados  son  los  anti- 
cuerpos al  virus  ya  que  el  antígeno  no  se  puede  medir  en 
sangre.  Se  utilizan  dos  anticuerpos:  el  anti-A  de  subtipo  IgM 
y IgG.  Como  en  la  mayoría  de  las  enfermedades  virales, 
solamente  la  presencia  del  anticuerpo  IgM  se  relaciona  con 
enfermedad  aguda.  La  presencia  de  IgG  sin  IgM  solo  nos 
puede  ayudar  para  determinar  que  el  paciente  haya  tenido 
contacto  con  el  virus  varios  meses  o años  antes.  Las  variantes 
posibles  son: 

1 . IgG  y IgM  negativo  - medidas  durante  la  fase  aguda  ayuda 
a indicar  que  el  cuadro  no  se  debe  al  Virus  A. 

2.  IgG  negativo  y IgM  positivo  - indica  hepatitis  aguda  de 
tipo  A. 

3.  IgG  positivo  y IgM  positivo  - indica  contacto  reciente 
con  el  virus  A de  menos  de  5 a 6 meses  de  duración  y la 
posibilidad  de  que  la  enfermedad  sea  de  tipo  A. 

4.  IgG  positivo  y IgM  negativo  - indica  inmunidad  a la 
enfermedad  debido  a contacto  en  el  pasado  distante. 
Epidemiológicamente,  este  patrón  varía  en  distintos  paí- 
ses y en  distintas  edades.  En  Puerto  Rico  es  bastante 
común  en  adultos. 

Hepatitis  B 

El  virus  de  la  hepatitis  B pertenece  a la  clasificación 
HEPADNA.  Este  nuevo  grupo  está  compuesto  por  virus  que 
producen  hepatitis  en  distintos  animales  y contienen  DNA. 
El  virus  mide  42  nm  y a la  partícula  completa  se  le  conoce 
como  Partícula  de  Dane  bajo  el  microscopio  electrónico. 
Tiene  una  superficie  antigénica  la  cual  confiere  inmunidad. 
Hay  variantes  antigénicos  en  la  superficie  pero  un  antígeno 
común  en  los  distintos  sub-tipos  de  Virus  B;  a este  antígeno  se 
le  llama  antígeno  “a”  y posiblemente  sea  el  más  importante 
en  el  desarrollo  de  inmunidad.  Dentro  de  la  superficie  se 
encuentra  la  parte  central  o “core”  el  cual  contiene  DNA  y su 
polimerasa.  También  en  el  “core”,  o relacionado  a él  (de  una 
forma  no  muy  exacta  al  presente)  se  encuentra  el  antígeno 
“e”  que  aparentemente  es  muy  importante,  ya  que  tiene 
connotaciones  pronosticas.  La  presencia  del  antígeno  “e”  en 
la  sangre  se  ha  asociado  a enfermedad  más  severa  en  alto 
grado  de  contagio  y su  persistencia  al  desarrollo  de  cronici- 
dad. Epidemiológicamente  a la  hepatitis  B se  le  conocía  como 
Hepatitis  Sérica,  pero  luego  del  desarrollo  de  pruebas  para 
detectar  este  virus  en  sangre  se  han  encontrado  otros  medios 
de  contagio  que  hoy  en  día  son  más  comunes,  como  la 
transmisión  sexual.  El  virus  B se  encuentra  en  la  sangre, 
secreciones  intestinales,  semen,  orina,  saliva  y sudor  en 
orden  descendente  de  infectividad.  Solo  50%  de  los  casos  de 
hepatitis  B han  estado  expuestos  a contacto  con  productos  de 
suero  y el  resto  se  relaciona  a transmisión  sexual  o a la 
llamada  transmisión  vertical  que  ocure  al  momento  de  nacer 
el  niño  de  madres  portadoras  del  virus.  Este  último  es  muy 
importante  en  países  orientales  donde  hasta  el  10-15%  de  la 
población  son  portadores  del  virus.  En  EE.UU.  esto  ocurre 
en  alrededor  de  0. 1-0.5%  de  la  población. 

El  problema  mundial  de  la  hepatitis  B se  relaciona;  a la 
morbilidad  y mortalidad  de  la  enfermedad  aguda,  al  desarro- 
llo de  enfermedad  crónica  del  hígado,  al  desarrollo  de  estado 
de  portador  asintomático  del  virus  y al  hecho  del  potencial 
carcinogénico  del  virus  en  el  desarrollo  de  tumor  primario 
hepático.  La  enfermedad  aguda  de  hepatitis  B es  más  agresiva 
que  la  de  otros  virus  hepáticos.  Hoy  en  día  se  ha  trazado  el 
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cuadro  serológico  de  esta  condición  y la  mayoría  de  estas 
pruebas  están  accesibles  para  el  uso  clínico  y el  diagnóstico 
diferencial  viral  en  casos  de  hepatitis.  Se  sabe  que  luego  del 
contagio  y tarde  en  la  fase  de  incubación  aparece  el  virus  en 
sangre  y los  marcadores  del  antígeno  de  superficie  denomi- 
nado HBsAg.  Este  se  encuentra  presente  en  la  sangre  hasta 
tarde  en  la  fase  clínica  de  la  enfermedad  y simultáneamente 
con  el  antígeno  se  pueden  encontrar  el  antígeno  “e”  denomi- 
nado HBeAg,  la  polimerasa  DNA  y la  partícula  de  Dane.  De 
aquí  en  adelante  los  parámetros  varían  de  acuerdo  con  el  curso 
de  la  enfermedad: 

1.  En  la  gran  mayoría,  temprano  en  la  fase  clínica,  desapa- 
rece el  HBeAg  y aparece  su  anticuerpo  HBeAb.  También 
desaparece  el  HBsAg  y aparece  el  anticuerpo  a la  parte 
central  del  virus,  llamado  “anti-core”  denominado 
HBeAb,  especialmente  el  variante  IgM.  Tarde  en  la  fase 
clínica  aparece  el  anticuerpo  a la  superficie  del  virus 
(HBsAb,  el  anticuerpo  que  confiere  protección)  y los 
otros  marcadores  desaparecen  a excepción  del  HBeAb  de 
tipo  IgG  que  en  algunos  casos  persiste  en  la  sangre.  Este  es 
el  patrón  usual  en  los  pacientes  que  se  curan. 

2.  En  casos  de  cronicidad  persisten  en  la  sangre  los  marca- 
dores HBsAg,  HBeAg,  HBeAb  y la  polimerasa  DNA.  El 
uso  de  estos  marcadores  en  la  práctica  clínica  nos  ha 
ayudado  en  el  seguimiento  de  estos  pacientes  y a sospe- 
char los  casos  de  cronicidad  y a los  portadores. 

Figura  1 

CAMBIOS  EN  PARAMETROS  EN  HEPATITIS  VIRAL  B 
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Figura  2 

CAMBIOS  EN  MARCADORES  EN  HEPATITIS  A 
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Al  ordenar  las  pruebas  virales,  ciertos  patrones  emergen, 
como  los  siguientes: 

1.  HBsAg  positivo  con  HBsAb  negativo  y HBeAb  negativo 
- ésto  se  puede  ver  en  la  fase  de  incubación  de  la  enferme- 
dad aguda  o en  algunos  portadores  del  virus. 


2.  HBsAg  positivo  y HBeAb  positivo  - este  es  un  patrón 
visto  en  hepatitis  aguda  temprana  o en  pacientes  que  van 
a desarrollar  enfermedad  crónica.  Si  el  HBeAb  es  de  tipo 
IgM,  se  debe  sospechar  enfermedad  aguda,  y si  es  de  tipo 
IgG  se  debe  sospechar  lo  opuesto,  cronicidad  o el  estado 
de  portador  asintomático  que  en  sólo  30%  de  los  casos 
demuestran  enfermedad  en  el  hígado. 

3.  HBsAg  positivo,  HBeAb  positivo  y HBsAb  positivo -este 
patrón  se  puede  ver  tarde  en  pacientes  con  enfermedad 
aguda  o en  pacientes  con  enfermedad  crónica  y se  debe 
repetir  el  HBsAg  periódicamente  para  distinguirlas. 

4.  HBsAg  negativo,  HBsAb  positivo,  HBeAb  positivo  - éste 
es  el  patrón  de  recuperación  de  la  hepatitis  viral  B. 

5.  HBeAb  positivo  solamente  - se  debe  diferenciar  el  subtipo 
de  anticuerpo  y si  es  de  tipo  IgG  se  debe  sospechar  replica- 
ción  del  virus  activo  y,  por  lo  tanto,  enfermedad  crónica  o 
portador  asintomático. 

Las  pruebas  de  antígeno  “e”  se  deben  hacer  solo  en  aque- 
llos casos  con  diagnóstico  de  enfermedad  viral  B.  La  sero- 
conversion de  antígeno  “e”  positivo  al  desarrollo  de  anti- 
cuerpo “e”  positivo  indica  buen  pronóstico  y probabilidad  de 
recuperación. 


Antígeno  Delta 

Este  antígeno  posiblemente  se  refiera  a un  virus  que,  de 
alguna  manera  no  reconocida  al  presente,  vive  en  relación  al 
virus  B o sea  la  causa  de  episodios  de  hepatitis  aguda  en 
pacientes  que  previamente  han  estado  en  contacto  con  el  virus 
B,  especialmente  adictos  a drogas.  Se  sospecha  sea  un  virus 
que  contiene  RNA  y que  necesita  del  virus  B para  su  replica- 
ción.  Se  diagnostica  esta  condición  cuando  el  paciente  desarro- 
lla anticuerpos  al  antígeno  Delta. 


Hepatitis  No  A Ni  B 

Hoy  día  ésta  es  la  causa  más  común  de  hepatitis  post- 
transfusional.  La  clasificación  no  A ni  B posiblemente  incluya 
al  menos  dos  virus,  pero  al  presente  no  hay  marcadores  defini- 
tivos para  ellos  que  hayan  podido  ser  confirmados.  A esta 
enfermedad  se  le  reconoce  a base  de  estudios  epidemiológicos 
un  estado  de  portador.  Su  cuadro  clínico  semeja  al  de  hepatitis 
B,  pero  con  menos  agresividad  en  la  fase  aguda  y una  inciden- 
cia más  alta.  Hasta  40%  a 50%  de  los  casos  desarrollan  enfer- 
medad crónica  y cirrosis  del  hígado.  Alrededor  de  25%  de  los 
casos  de  hepatitis  vistos  en  Estados  Unidos  son  de  este  tipo.  Su 
contagio  es  mayormente  a través  de  productos  séricos  y una 
incidencia  altísima  en  unidades  de  diálisis.  Su  diagnóstico  se 
hace  a base  de  exclusión  luego  de  determinar  la  ausencia  de 
parámetros  de  Hepatitis  A y B.  Probablemente  1%  de  los 
norteamericanos  estén  afectados  por  esta  enfermedad. 


Tratamiento  de  Hepatitis 

Luego  de  comenzada  la  enfermedad,  no  existe  al  presente 
ningún  medicamento  para  su  tratamiento.  Experimental- 
mente se  están  probando  agentes  anti-virales.  Interferon  y 
estimulantes  del  sistema  inmune  pero  ninguno  ha  podido  ser 
comprobado  como  útil  al  presente.  El  uso  de  esteroides  no  se 
recomienda  para  ninguna  de  las  manifestaciones  de  hepatitis 
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viral  va  que  se  asocia  posiblemente  con  el  desarrollo  de  enfer- 
medad crónica  y es  posible  tengan  efectos  nocivos  en  el 
manejo  agudo. 

La  dieta  debe  ser  liberal  según  la  tolere  el  paciente  y no  hay 
prueba  de  que  variaciones  dietéticas  tengan  que  ver  con  el 
manejo  de  la  hepatitis  aguda.  La  actividad  física  no  está  rela- 
cionada de  ninguna  manera  comprobada  al  curso  de  la  enfer- 
medad, pero  es  recomendable  que  el  paciente  evite  el  cansancio 
y no  haga  ejercicios  fuertes. 

Las  razones  para  hospitalización  son  variables  y solo  se 
deben  hospitalizar  los  pacientes  que  por  razones  de  anorexia 
severa  o vómitos  no  puedan  ser  tratados  en  su  casa,  o aquéllos 
que  los  índices  clínicos  sugieran  deterioro  o posible  severidad 
extrema. 

Hay  dos  alternativas  para  la  profilaxis  de  la  hepatitis  B 
positiva: 


TABLA  III 


Agentes  Experimentales  en  el  Manejo 
de  Hepatitis  B 


1.  Immuno- Estimulantes 

a.  Levamisole 

b.  Interferon 

c.  “Transfer  Factor” 

2.  Immuno-Supresores 

a.  Esteroides 

b.  Immuran 

3.  Antivirales 

a.  Adenine  Arabinoside  (ARA  A) 

4.  Protectores  Hepáticos 

a.  Cyanidanol  - 3 


TABLA  IV 


Inmunización  Pasiva  a Hepatitis  B 


Uso  de  Gamma  Globulina  “Hyper  B” 

a.  Contactos  con  el  virus  en  primeras  horas  o días 
Ej:  hincadas  de  aguja 

b.  Esposas  de  portadores  - uso  periódico 

c . Infantes  de  madres  portadoras  del  virus  o con  Hepatitis 
B en  último  trimestre. 


1.  Inmunización  Pasiva  - la  gammaglobulina  corriente  solo 
se  debe  usar  en  contactos  de  pacientes  con  hepatitis  A,  ya 
que  no  tiene  suficiente  anticuerpo  para  los  que  han  tenido 
contacto  con  hepatitis  B.  Existe  la  gammaglobulina  hipe- 
rinmune  a B,  llamada  “Hiper  B”  con  títulos  altos  de 
HBsAb  y se  recomienda  para  contactosíntimosde  pacien- 
tes con  hepatitis  B o personas  que  han  sido  expuestas  al 
virus  de  una  manera  u otra. 

2.  Inmunización  Activa  - uno  de  los  adelantos  más  significa- 
tivos en  la  medicina  moderna,  ha  sido  el  desarrollo  de  la 
vacuna  de  la  hepatitis  B.  Esta  se  prepara  con  virus  inacti- 
vados que  se  obtienen  de  pacientes  portadores.  Lo  más 
sorpendente  es  que  esta  vacuna  se  ha  logrado  desarrollar 
sin  el  beneficio  de  poder  cultivar  el  virus  en  tejidos.  En  un 
futuro  no  muy  lejano,  ésta  se  preparará  sintéticamente. 
La  vacuna  es  muy  segura,  efectiva  y libre  de  complicacio- 
nes severas.  Al  presente  se  recomienda  la  inmunización 
para  los  siguientes: 

1.  personal  médico,  dental  y paramédico,  especialmente 
aquéllos  que  trabajan  con  productos  de  sangre. 

2.  personal  de  laboratorios  clínicos. 

3.  unidades  de  hemodiálisis 

4.  homosexuales  varones 

5.  recién  nacidos  de  madres  portadoras  del  Virus  B 

6.  contactos  íntimos  de  pacientes  B positivo 

7.  personas  expuestas  al  virus  por  accidentes  o en  áreas 
endémicas. 

Se  ha  encontrado  que  en  personas  expuestas  agudamente 
al  virus  se  pueden  utilizar  la  inmunización  activa  y pasiva 
combinadas. 

Al  presente  se  debe  exigir  que  personas  que  vean  pacientes 
con  enfermedades  virales  hepáticas  deban  saber  como  estable- 
cer el  diagnóstico,  el  diagnóstico  viral  diferencial,  reconocer  y 
determinar  los  parámetros,  pronosticar,  establecer  índices  de 
cura  y hacer  recomendaciones  a los  miembros  de  la  familia 
sobre  profilaxis. 
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SEGUROS  DE  SERVICIO 
DE  SALUD 

DE  PUERTO  RICO,  INC. 


Quienes  saben  de  salud 
confían  la  suya 
a Triple-S. 


A la  hora  de  escoger 
un  plan  de  salud,  la 
mayoría  de  los 
empleados  de 
hospitales  prefieren 
Triple-S. 

Ellos  saben  lo  que  necesitan  en  un  plan 
de  salud  y escogen  Triple-S.  Tú,  que  quieres 
una  buena  protección  para  tu  familia,  fíjate 
que  quienes  saben  de  salud  confían  en  Triple-S. 
TRIPLE-S  ES,  SALUD,  SALUD,  SALUD. 


Los  empleados  de  los  siguientes  hospitales 
seleccionaron  Triple-S  como  su  plan: 


AREA  METROPOLITANA 
Hospital  Ashford  Memorial 
(antes  Presbiteriano) 

Hospital  Auxilio  Mutuo 

Hospital  De  Diego 

Clínica  Fernández  García 

Doctor's  Hospital 

Hospital  Dr.  I González  Martínez 

Hospital  El  Maestro 

Hato  Rey  Psychiatric  Hospital 

(Clínica  Juliá) 

Hospital  Metropolitano 

Hospital  Mimiya 

Hospital  San  Carlos 

Hospital  San  Jorge 

Hospital  San  Martín 

Hospital  Matilde  Brenes,  Bayamón 

Hospital  San  Pablo,  Bayamón 


ISLA 

Clínica  Font,  Cayey 
Clínica  San  Rafael,  Caguas 
Hospital  Dr.  Gubem,  Fajardo 
Hospital  Dr.  Pila,  Ponce 
Hospital  San  Lucas,  Ponce 
Hospital  El  Buen  Pastor,  Arecibo 
Hospital  Font  Martelo,  Humacao 
Hospital  Nuestra  Sra.  del  Rosario, 
Vega  Baja 

Hospital  Dr  Alejandro  Buitrago, 
Guayama 

Hospital  Santa  Rosa,  Guayama 


M€DICfil  fiSP€CTS 
OF  NUTRITION 


Osteoporosis* 


Robert  R.  Recker,  M.D.** 


Osteoporosis  is  becoming  one  of  the  most  important 
health  problems  in  our  population.  It  is  a condition 
characterized  by  loss  of  bone  tissue  to  the  extent  that  risk  of 
fracture  is  high.  The  incidence  of  osteoporosis  is  by  far  more 
common  in  females  than  males.  It  is  estimated  that  90%  of  all 
fractures  past  age  60  are  due  to  osteoporosis.  In  the  United 
States,  5.3%  of  all  hospitalized  patients  over  age  65  have  the 
diagnosis  of  fracture  and  this  increases  to  10.2%  after  age  85. 
After  age  85,  nearly  4%  of  the  population  sustains  a serious 
fracture  each  year.1  Over  one  billion  dollars  are  spent 
annually  in  the  acute  care  of  hip  fractures  in  the  U.S.,  in 
addition  to  the  suffering,  physical  disability  and  mortality 
associated  with  the  disease.2 

Current  investigation  has  begun  to  shed  light  on  some  of 
the  possible  causes  of  bone  loss  in  humans,  to  sort  out  the 
interactions  between  calcium  balance,  calcium  intake  and 
hormone  status,  and  to  show  promise  that  preventive 
measures  can  be  successfully  applied. 

During  Pregnancy 

Skeletal  growth  and  development  may  be  the  most 
important  area  of  concern  because  peak  skeletal  mass  is 
attained  in  young  life,  but  unfortunately  remains  the  least 
understood.  In  útero,  the  fetal  skeleton  derives  its  calcium 
from  the  mother’s  body.  Fortunately,  in  the  presence  of 
reasonable  calcium  intake  (around  0.7  gm/day),  the  pregnant 
mother  possesses  adaptive  mechanisms  to  accumulate  and 
store  an  excess  of  calcium  in  her  skeleton  early  in  pregnancy 
sufficient  to  mineralize  the  fetal  skeleton  late  in  pregnancy.3 

Multiple  pregnancies  seem  to  lower  the  woman’s  risk  of 
fracture  in  later  life.  There  have  been  no  studies  on  the  effect 
of  lactation  on  maternal  calcium  stores,  but  it  is  likely  that 
some  of  the  protective  effect  of  pregnancy  may  be  lost  by 
nursing. 


* Contemporary  Nutrition  Vol  8 No  5,  May  1983.  Reprinted  with  permission 
from  General  Mills  Inc.,  Minneapolis,  Minnesota. 
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Growth  and  Development 

During  growth  and  development,  the  child’s  dietary 
intake  is  the  only  source  of  calcium  supplying  the  needs  of  the 
enlarging  skeleton.  While  the  diet  must  profoundly  affect  the 
growth  of  the  skeleton  and  it’s  accumulation  of  mineral,  very 
little  is  known  about  minimum  requirements,  optimum 
requirements,  interactions  between  dietary  constituents  and 
other  factors  which  may  alter  the  full  genetic  expression  of 
skeletal  mass.  Yugoslavian  investigators  have  found  that 
women  living  in  areas  of  traditionally  high,  lifelong  calcium 
intake  (about  1000  mg/day)  have  greater  peak  skeletal  mass 
by  the  time  they  reach  young  adult  life  (age  30)  than  those  in 
areas  of  lower  intake  (about  450  mg/day).4  These  findings  are 
extremely  important  because  they  suggest  the  reduction  in 
skeletal  mass  that  occurs  with  aging  may  be  offset  to  an 
important  degree  by  simple  dietary  manipulation  of  calcium 
early  in  life.  More  work  should  be  forthcoming  in  this  area. 

Age-Related  Bone  Loss 

Most  of  the  attention  in  this  field  has  been  focused  on  age- 
related  bone  loss  in  women  and  the  effect  of  estrogen 
deprivation  at  menopause. 

Negative  calcium  balance  (synonymous  with  negative 
bone  calcium  balance)  begins  at  about  age  35  at  a rate  of 
about  25  mg/day  in  women  and  accelerates  to  about  50 
mg/day  at  menopause.  However,  the  level  of  dietary  calcium 
intake  influences  calcium  balance  whether  or  not  a woman  is 
past  menopause.  At  any  given  intake,  calcium  balance  is 
about  24  mg/day  more  positive  in  the  estrogen  replete  state, 
and  it  seems  to  make  no  difference  whether  the  estrogen  is 
from  endogenous  or  exogenous  sources.5  Zero  balance 
(necessary  for  maintenance  of  adult  skeletal  mass)  can  be 
attained  at  an  average  intake  of  1500  mg/day  when  estrogen 
deplete  and  1000  mg/day  when  estrogen  replete .5 

Estrogen  Treatment 

The  two  major  forms  of  prophylaxis  against  bone  loss 
and  the  resultant  fractures  are  estrogen  supplements  and 
increased  dietary  calcium.  Estrogens  will  be  discussed  first. 

Estrogen  supplementation  for  the  prevention  of  bone  loss 
in  postmenopausal  women  has  stirred  controversy  because  of 
two  factors:  1)  an  increased  risk  of  carcinoma,  especially  of 
the  endometrium,  a fairly  common  malignancy  in  women  of 
this  age,  and  2)  inability  to  determine  with  precision  which 
persons  are  at  risk  of  future  fracture  at  the  time  of  menopause. 
It  seems  clear  that  estrogen  supplementation  will  retard  age- 
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related  bone  loss  in  postmenopausal  women  and  the  risks  of 
using  estrogens  is  small  enough  to  be  worth  taking  in  certain 
cases.6  7 Further,  evidence  in  favor  of  the  antifracture  efficacy 
of  estrogen  administration  is  beginning  to  accumulate.8 

The  type  of  estrogen  preparation  does  not  seem  to  be 
important,  although  the  lowest  effective  dose  of  estrogen 
should  be  used  in  order  to  minimize  the  risk.  This  has  been 
shown  to  be  625  ug/day  of  conjugated  equine  estrogens  or  the 
equivalent.  Higher  doses  do  not  further  benefit  the  skeleton 
and  only  increase  the  risk  of  endometrial  carcinoma.  Most 
gynecologists  would  recommend  cycling  the  estrogen  on  a 
schedule,  such  as  25  days  on  and  5 off, and  would  recommend 
adding  a progestin  during  the  last  5 or  so  days  of  estrogen 
administration  each  cycle.  Close  follow-up  of  vaginal 
bleeding  is  required. 

There  are  a number  of  unanswered  questions  concerning 
the  use  of  estrogens  besides  the  problem  of  selecting 
candidates  for  treatment.  For  example,  when  should  treat- 
ment be  started?  Bone  loss  proceeds  at  the  greatest  rate  in  the 
3 years  or  so  immediately  after  cessation  of  menses  at  natural 
menopause  or  after  oophorectomy.  The  greatest  benefit  of 
estrogen  theapy  can  be  expected  at  this  time,  although  the 
length  of  time  to  continue  treatment  then  becomes  an  issue. 
Most  would  suggest  a period  of  5 years  or  more,  whereas 
others  would  recommend  continuing  treatment  indefinitely. 

It  is  more  difficult  to  decide  whether  treatment  is 
worthwhile  in  older,  healthy  postmenopausal  subjects  or 
those  in  whom  spine  or  hip  fractures  have  just  begun  to  occur. 
On  one  hand,  bone  loss  in  patients  who  already  have 
fractures  continues  at  a brisk  pace  and  estrogen  treatment 
will  effectively  slow  this  process.  On  the  other  hand,  estrogen 
administration  will  cause  a marked  reduction  in  bone 
remodeling  rates  (i.e.,  the  rate  at  which  new  stronger  bone  is 
normally  replaced  in  aging  bone  tissue)  which  may  actually 
increase  the  risk  of  fracture.  Thus,  estrogen  treatment  will 
decrease  the  loss  of  calcium  in  the  existing  bone  but  will  not 
cause  the  production  of  any  significant  quantity  of  new  bone 
mass.  Very  little  is  currently  known  about  the  potential 
increase  in  systemic  risk  associated  with  the  addition  of  a 
progestin,  even  though  this  appears  to  reduce  the  risk  of 
endometrial  cancer.  Clearly,  much  more  work  is  needed  in 
this  area  in  order  to  make  the  best  use  of  estrogens  as  a 
prophylactic  agent. 


Dietary  Calcium  Treatment 

A safer  alternative  is  to  increase  dietary  calcium  intake. 
As  predicted  in  earlier  studies,  calcium  supplementation  to  a 
total  intake  of  about  1.5  gms/day  has  been  shown  to  inhibit 
age-related  bone  loss  in  postmenopausal  women  and  no 
untoward  complications  have  been  shown.6  Dietary  sources 
of  calcium  are  generally  well  utilized  and  pharmacologic 
supplements  are  usually  not  necessary.  Dairy  products 
remain  the  best  natural  source  of  calcium  and  can  supply 
sufficient  calcium  for  most  people.  An  8 ounce  glass  of  milk, 
or  its  equivalent  as  yogurt  or  cheese,  contains  about  300  mgs 
of  elemental  calcium.  Leafy  green  vegetables,  canned  sardines, 
and  kidney  beans  are  also  good  sources.  The  average  intake  of 
calcium  in  postmenopausal  women  is  about  600  mgs/day. 
The  addition  of  three  8 ounce  glasses  of  milk  per  day  or  its 
equivalent  would  bring  the  total  up  to  about  1.5  gm/day. 


Osteoporosis 

There  have  been  many  attempts  to  show  that  persons  with 
lifelong  low  calcium  intakes  are  at  greater  risk  of  fracture 
later  in  life,  or  that  high  calcium  intake  can  be  recommended 
as  prophylaxis  against  fractures  later  in  life.  Few  studies  have 
shown  either  of  these  relationships  of  diet  to  osteoporosis.  A 
notable  exception  is  the  study  mentioned  above  which 
showed  that  subjects  with  lifelong  high  intakes  suffered  fewer 
fractures  late  in  life  than  those  with  low  intakes.4  However, 
the  protective  effect  could  have  been  explained  on  the  basis  of 
a higher  peak  skeletal  mass  at  maturity  because  the  age- 
related  bone  loss  in  both  groups  was  parallel.  This  study  is 
very  important  because  it  is  the  first  to  lend  strong  support  to 
the  hypothesis  that  dietary  calcium  intake  can  influence  bone 
mass  and  fracture  risk.  There  are  no  other  studies  which  show 
a reduction  in  fracture  frequency  later  on  and  further,  it  has 
been  shown  that  excess  calcium  supplements  will  reduce  bone 
remodeling  rates  similar  to  the  case  with  estrogen.  This, 
again,  could  be  potentially  harmful  because  skeletal  renewal 
exists  to  replace  aging  skeletal  tissue  which  has  weakened 
because  of  repeated  accumulated  mechanical  stress.  The 
reduction  in  bone  remodeling  rates  is  dose  dependent  and 
would  suggest  that  one  should  not  consume  more  than  1.5 
grams  of  calcium  per  day.  More  work  is  needed  in  this  area  to 
clarify  how  much  dietary  calcium  should  be  consumed  and 
for  how  long. 

Dietary  Interactions 

Several  dietary  constituents  have  been  suggested  to  affect 
the  bioavailability  or  metabolism  of  calcium.  High  intakes  of 
alcohol,  caffeine  and  protein  cause  significant  negative 
calcium  balance  and  should  be  consumed  in  moderation.9 
Dietary  fiber  and  oxalates  decrease  the  bioavailability  of 
calcium,  but  these  two  factors  are  probably  of  minor 
significance.  High  dietary  phosphorus  has  been  suggested  to 
cause  negative  calcium  balance,  but  recent  studies  have 
shown  this  not  to  be  true.9 

Physical  Activity  and  Bone  Mass 

Considerable  attention  has  been  given  to  the  possibility 
that  diminished  physical  activity  in  aging  women  may  hasten 
skeletal  loss.  Clearly,  bone  loss  is  dramatic  and  continuous  in 
a weightless  environment  of  space  and  in  earthbound  subjects 
confined  to  bed.  The  evidence  in  favor  of  a beneficial  effect  of 
exercise  is  strong  enough  to  recommend  an  exercise  regimen 
in  any  program  of  prophylaxis  or  treatment  for  osteoporosis. 

In  many  persons,  especially  during  postmenopausal  years,  , 
there  may  be  serious  limitations  on  exercise  or  activity  due  to 
joint  problems.  Unfortunately,  these  problems  affect  the 
ability  to  perform  the  exercise  most  beneficial  to  the  skeleton, 
such  as  walking  or  running.  Almost  any  form  of  exercise 
should  be  beneficial.  Exercise  programs,  especially  walking, 
have  been  shown  to  stabilize  skeletal  mass  even  for  those  who 
already  have  fractures.  Generally,  healthy  persons  should  be 
encouraged  to  exercise  regularly  and  as  vigorously  as  possible 
in  order  to  help  maintain  skeletal  mass.  Patients  with 
fractures  should  do  their  best  to  sustain  an  exercise  program 
designed  to  accommodate  their  particular  disabilities. 

A nondietary  risk  factor  appears  to  be  cigarette  smoking 
adding  another  health  hazard  to  this  already  dangerous 
addiction. 
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Other  Causes  of  Osteoporosis 


There  are  a number  of  conditions  and  illnesses  in  which 
severe  bone  loss  can  occur  and  lead  to  spine,  hip  and  other 
fractures.  Some  examples  are  long-term  treatment  with 
cortisone-like  medications  for  various  illnesses,  Cushing’s  dis- 
ease which  is  characterized  by  overproduction  of  cortisone  by 
the  adrenal  gland,  arthritis  syndromes,  liver  diseases,  kidney 
disease  and  others.  There  is  very  little  effective  treatment  or 
prophylaxis  available  for  the  osteoporosis  in  these  conditions 
and  it  is  not  likely  that  calcium  or  estrogens  can  be  efficacious 
in  the  same  manner  as  with  postmenopausal  osteoporosis. 
Nevertheless,  it  is  prudent  dietary  practice  to  maintain 
adequate  dietary  calcium  intake  during  these  conditions. 
Optimal  levels  have  not  been  determined,  but  it  would  seem 
safe  and  prudent  to  maintain  at  least  1.5  gm/day  intake. 


Summary 

Caucasian  females  are  at  risk  to  develop  severe  fractures 
late  in  life.  The  risk  can  be  reduced  in  otherwise  healthy 
women  by  increasing  calcium  intake  to  about  1.5  gms/day. 
The  best  food  sources  of  calcium  are  all  forms  of  dairy 
products.  Additional  preventive  measures  include  a lifelong 
exercise  program  and  avoiding  smoking  and  excessive 
alcohol,  caffeine  and  protein  intake.  The  optimal  length  of 
time  for  calcium  supplementation  has  not  been  determined. 
Estrogen  supplementation  though  accompanied  by  some  risk, 
is  used  appropriately  in  selected  cases.  A final  solution  to  this 
serious  public  health  problem  awaits  further  extensive 
research. 
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PSIQUIATRIA  GENERAL  A NIVEL  PRIMARIO 


Depresión  y Ansiedad: 
Diagnóstico  Diferencial 

J.A.  Nuñez-López,  M.D.,  F.A.P.A.* 

La  psiquiatría  ha  sido  visualizada  por  algunos  médicos 
no  psiquiatras  como  una  rama  de  la  medicina  que  se 
caracteriza  por  su  ambigüedad,  falta  de  precisión,  alto  costo 
y poca  eficiencia.  Sin  embargo,  el  desarrollo  de  nuevas  técni- 
cas psicoterapéuticas,  el  uso  de  psicofármacos  y el  desarrollo 
de  servicios  de  consultoría  a médicos  no  psiquiatras  y otros 
especialistas  de  conducta  humana,  ha  mejorado  marcada- 
mente la  efectividad  y eficiencia  de  la  psiquiatría. 

La  aplicación  de  la  psiquiatría  a la  práctica  de  la  medicina 
primaria  es  una  de  las  formas  de  llegara  los  pacientes  cuando 
más  cuenta,  (en  términos  de  eficiencia  y efectividad)  bien  cerca 
del  inicio  de  su  condición. 

Es  de  conocimiento  común  el  alto  porciento  de  pacientes 
que  van  por  primera  vez  al  médico  primario  con  quejas 
somáticas  que  expresan  o enmascaran  básicamente  proble- 
mas emocionales. 1 A nivel  del  médico  primario  es  importante 
que  éste  pueda  tener  los  conocimientos  básicos  para  estable- 
cer el  diagnóstico  diferencial  entre  condiciones  físicas  y aque- 
llas funcionales  de  origen  psicosocial. 

Ante  la  realidad  de  que  cada  día  hay  más  evidencia  cientí- 
fica de  la  intensa  interacción  entre  la  “mente”  y el  cuerpo  y el 
continuo  existente  entre  enfermedad  y salud  aceptamos  es 
artificioso  separar  condiciones  entre  funcionales  y orgánicas. 
Más  aún  ante  el  desarrollo  del  modelo  biopsicosocial2,3  como 
base  teórica  del  campo  de  la  medicina  primaria.  Sin  embargo, 
para  propósitos  didácticos  utilizaremos  los  términos  breves: 
físicas  y funcionales  cuando  realmente  nos  referimos  a condi- 
ciones primordialmente  determinadas  al  momento  de  inter- 
vención del  médico,  por  causas  orgánicas  o psicosociales 
respectivamente. 

Condiciones  Físicas  vs.  Funcionales 

Pasaremos  a ofrecer  una  serie  de  observaciones  que  ayu- 
dan a sospechar  una  posible  condición  emocional  en  el 
paciente  que  va  a la  oficina  del  médico  generalista.  Comence- 
mos con  la  apariencia  y conducta  en  la  sala  de  espera. 

La  sala  de  espera,  por  ser  un  ambiente  social  estructu- 
rado, impone  ciertas  restricciones  en  el  comportamiento  del 
paiente.  Estas  restricciones  hacen  manifiesta  en  muchas  oca- 
siones, conducta  relativamente  desviada,  que  ayuda  a que  se 
comience  a sospechar  la  presencia  de  una  condición  funcio- 
nal. Ejemplo,  el  paciente  adulto  en  aparente  buen  estado  de 
salud  que  viene  acompañado  por  muchos  familiares,  especial- 
mente, más  de  dos.  Un  exceso  relativo  del  número  de  familia- 
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res,  que  acompaña  a un  paciente  en  aparente  buen  estado  de 
salud,  puede  indicar  la  percepción  de  los  familiares,  de  la 
necesidad  de  control  social  para  el  paciente;  o una  preocupa- 
ción excesiva  de  los  mismos,  debido  a que  el  paciente  no  ha 
mejorado  después  de  visitar  múltiples  médicos.  En  ambos 
casos,  aumentan  las  posibilidades  de  que  los  factores  psicoso- 
ciales sean  determinantes  de  la  condición  del  paciente. 

Condiciones  físicas: 

Primordialmente  determinadas  por  causa  orgánica  de- 
tectable. 

Condiciones  funcionales: 

Disturbio  de  función  sin  causa  orgánica  detectable. 

La  secretaria  le  hace  comentarios  a usted  sobre  lo  raro  del 
paciente,  ya  que  no  habla,  está  muy  serio  o todo  lo  contrario, 
no  para  de  hablar,  no  sigue  instrucciones,  se  mueve  continua- 
mente a través  de  la  sala.  Una  secretaria  a la  que  se  le  ayude  a 
conceptualizar  sus  observaciones  es  un  recurso  muy  valioso 
para  que  el  médico  comience  en  forma  temprana  a hacer  un 
diagnóstico  diferencial  entre  condiciones  funcionales  y 
orgánicas. 

Incongruencia  en  el  vestir  y arreglarse  al  igual  que  exage- 
ración del  rol  del  paciente,  nos  debe  hacer  sospechar  que  hay 
una  condición  funcional  determinando  o actuando  como 
factor  contribuyente  significativo  en  la  condición  del  paciente. 
Ejemplo,  el  hombre  adulto  con  adornos  en  su  camisa  o 
correas  y botas  apropiadas  para  adolescentes,  o mujeres 
sobre  los  cuarenta  con  maquillaje  facial  excesivo.  En  algunos 
centros  de  salud  y salas  de  emergencia  toavía  se  ve  llegar  la 
mujer  joven  en  aparente  buen  estado  de  salud  y con  una  toalla 
sobre  la  cabeza  y/o  en  bata  y chinelas  acompañada  por 
muchos  familiares. 

El  paciente  en  aparente  buen  estado  de  salud,  pero  que  se 
mueve  con  lentitud:  al  ser  llamado  para  ser  atendido,  al 
sentarse,  al  pararse,  al  caminar;  debe  hacer  sospechar  una 
condición  funcional.  Todavía  el  paciente  no  ha  entrado  a su 
consultorio,  y ya  usted  puede  tener  información  suficiente 
para  inclinarse  hacia  la  consideración  de  un  diagnóstico  de 
condición  funcional  versus  orgánica. 

Veámos  qué  observaciones  podemos  hacer  de  la  conducta 
del  paciente  en  entrevista.  Si  al  llamar  al  paciente,  el 
familiar  quiere  hablar  con  usted  antes  que  el  paciente,  inclu- 
sive haciendo  señas,  tratando  de  que  el  paciente  no  se  dé 
cuenta,  esto  posiblemente  indica  que  hay  una  información  de 
carácter  confidencial  que  quiere  ofrecer  el  familiar.  Con  fre- 
cuencia esta  situación  se  asocia  a problemas  de  carácter 
psicosocial  que  determinan  la  condición  del  paciente.  Si  usted 
pasa  un  familiar  junto  al  paciente  y este  comienza  a contestar 
por  el  paciente,  se  puede  inferir  una  incapacidad  relativa 
transitoria  del  paciente  en  su  funcionamiento  social,  posible- 
mente determinada  por  condiciones  de  tipo  emocional.  Es 
obvio  que  se  deben  excluir  impedimentos  físicos  como  facto- 
res determinantes. 

Una  vez  el  paciente  entra  a su  oficina,  si  le  saluda  con  una 
expresión  que  no  cambia,  fija  y que  no  esté  acompañado  de 
algún  signo  de  Parkinson,  debería  hacerle  sospechar  de  que 
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pueda  existir  una  condición  de  carácter  psicosocial. 

El  paciente  que  entra  con  lentitud  a la  oficina,  tarda  en 
contestar  y usted  tiene  que  repetirle  las  preguntas  aunque 
sabe  que  las  ha  oido,  debe  hacerle  sospechar  una  condición 
funcional.  Igualmente,  si  no  contesta  preguntas  directamente 
e intenta  darle  demasada  información  rápidamente, con  múl- 
tiples detalles,  demuestra  por  lo  menos  la  ansiedad  que  tiene 
relacionada  con  su  condición. 

La  paciente  mujer  que  se  comporta  obviamente  seductora 
y con  una  falta  crasa  de  pudor,  está  demostrando  que  está 
perdiendo  controles  en  un  área  social  para  la  cual  hay  normas 
exigentes  en  nuestra  comunidad.  La  pérdida  del  control  social, 
usualmente  está  asociado  a problemas  de  tipo  funcional. 

El  paciente  muy  parco  al  hablar,  que  no  mira  a los  ojos,  o 
que  mira  con  frecuencia  a su  alrededor  y/o  usa  espejuelos 
oscuros  podría  hacer  sospechar  una  condición  de  tipo  emo- 
cional. Igualmente,  al  saludar  al  paciente,  percibe  la  manor 
sudorosa,  fría  y tendencia  a sentare  al  borde  de  la  silla  incli- 
nando hacia  el  frente  en  espera  de  que  usted  hable,  son  signos 
conocidos  de  ansiedad. 

Ya  el  paciente  llega  a su  escritorio,  se  sienta  y usted 
comienza  a tomar  los  datos  del  historial.  ¿Qué  observaciones 
podemos  hacer  para  sospechar  una  condición  psicosocial? 
Con  frecuencia  usted  no  es  el  primer  médico  al  cual  visita  el 
paciente.  De  conseguir  en  el  historial  información  de  que  el 
paciente  ha  visitado  muchos  médicos  y ha  usado  otros  recur- 
sos como  quiroprácticos,  espiritistas,  etc.  debe  usted  conside- 
rar que  posiblemente  exista  como  factor  determinante  una 
condición  psicosocial,  que  no  ha  sido  identificada  por  los 
recursos  de  ayuda  que  ha  utilizado  previamente  el  paciente. 

Si  el  paciente  le  trae  una  lista  de  síntomas  e insiste  en  dar 
detalles  excesivos  de  todos  y cada  uno  de  ellos  y no  permite 
que  usted  le  interrumpa,  al  demostrar  su  preocupación  exce- 
siva por  los  detalles,  posiblemente  le  está  dando  evidencia  de 
una  condición  de  origen  psicosocial. 

Con  frecuencia  el  paciente  que  tiene  una  condición  de 
origen  emocional  ha  sido  tratado  con  vitaminas  y/o  pastillas 
para  dormir. 

Usualmente,  el  caso  de  una  mujer  joven  de  aspecto  salu- 
dable, con  historial  de  varios  electrocardiogramas,  placas  y 
múltiples  laboratorios  sin  resultados  positivos  es  indicativo 
de  una  posible  condición  emocional  subyacente.  Así  mismo, 
aquellos  pacientes  que  han  sufrido  múltiples  operaciones, 
“exploratorias”,  “adherencias”,  apendectomía,  etc.  pueden 
estar  sufriendo  de  una  condición  emocional  que  determinó 
sus  síntomas  no  específicos,  que  hicieron  aparentemente 
necesarias,  múltiples  operaciones. 

El  agotamiento,  falta  de  apetito  e insomnio,  es  la  tríada 
que  con  más  frecuencia  nos  debe  hacer  sospechar  la  presencia 
de  una  condición  de  origen  psicosocial. 

Una  vez  que  se  ha  precisado  el  factor  primordial  que 
produce  los  síntomas  en  el  paciente  es  de  origien  psicosocial, 
encontramos  que  hay  un  alto  porciento  entre  los  diagnósticos 
de  depresión  o ansiedad.  Ambos,  ansiedad  y depresión  pue- 
den ser  estados  emocionales  normales,  síntomas  de  condicio- 
nes psiquiátricas  y/o  físicas  y síndromes  psiquiátricos  per  se. 

Poder  diferenciar  entre  estas  tres  alternativas  a nivel  del 
médico  primario  requiere  conocimientos  e información  adi- 
cional, que  se  ofrecerá  en  parte,  en  artículos  subsiguientes  y 
adiestramiento  para  el  uso  adecuado  del  DSM  III4  como 
libro  de  referencia.  Las  observaciones  y toma  de  historial  que 
se  ofrecen  a continuación  son  realizables  a nivel  de  la  oficina 
del  médico  primario  dentro  de  su  estilo  usual  de  trabajo  y las 


Depresión  y Ansiedad:  Diagnóstico  Diferencial 

limitaciones  de  tiempo  con  que  frecuentemente  éste  se 
encuentra. 

Diagnóstico  Diferencial 
entre  Depresión  y Ansiedad 

El  aumento  en  el  nivel  de  educación  y expectativas  de  la 
vida  asociados  a la  disponibilidad  y accesibilidad  de  servicios 
médicos,  ha  hecho  que  aumente  dramáticamente  el  número 
de  personas  que  llegan  al  médico  primario  con  síntomas 
tempranos  de  depresión  y ansiedad  asociados  a problemas 
de  origen  psicosocial.  Esto  ofrece  una  oportunidad  única  al 
médico  primario  para  brindar  ayuda  integral  efectiva  y así 
evitar  el  que  se  establezcan  patrones  de  conducta  que  reducen 
significativamente  el  nivel  de  satisfacción  de  la  vida  y even- 
tualmente se  asocian  a muerte  prematura  en  nuestra  pobla- 
ción joven.  Con  frecuencia,  perdemos  esta  oportunidad 
única  ante  nuestra  bien  intencionada  urgencia  de  poder  iden- 
tificar una  enfermedad  clásica,  cuando  lo  que  tenemos  ante 
nosotros  es  una  persona  enferma. 

Nos  limitaremos  a mencionar  algunas  observaciones  que 
consumen  muy  poco  tiempo  y ayudan  al  médico  primario  a 
diferenciar  entre  signos  y síntomas  de  ansiedad,  de  los  de 
depresión;  estén  asociados  a condiciones  físicas  y/o  psicoso- 
ciales  o sean  parte  de  los  síndromes  psiquiátricos.  Comence- 
mos por  la  conducta  en  la  sala  de  espera.  Usualmente,  el 
paciente  que  habla  mucho,  se  levanta  con  frecuencia,  apaga 
cigarrillos  a la  mitad,  pregunta  varias  veces  sobre  cuándo  le 
verá  el  médico,  establece  cortas  conversaciones  con  todos  los 
que  le  rodean  sin  esperar  frecuentemente  la  contestación  de 
los  mismos,  no  nos  inclinaría  hacia  un  diagnóstico  tentativo 
de  ansiedad. 

La  paciente  joven  que  llega  sin  maquillar,  sin  arre- 
glar el  pelo,  con  chinelas,  con  bata,  posiblemente  esté 
sufriendo  una  depresión.  Si  al  caminar  se  mueve  lentamente, 
habla  despacio  y aparenta  no  entender  las  instrucciones  de  la 
secretaria,  nos  reafirma  la  sospecha  de  depresión. 

Igualmente,  el  paciente  varón  de  actitud  pensativa,  que 
mira  al  piso  por  largo  rato,  con  sus  hombros  caídos,  ojos 
aguados,  ojeras,  barba  de  varios  días  (o  las  cejas  sin  arreglar 
en  la  mujer),  nos  debe  estimular  a sospechar  una  depresión. 

Una  vez  este  paciente  pasa  a su  oficina  podríamos  seguir 
diferenciando  entre  depresión  y ansiedad  a base  de  su  con- 
ducta. Ejemplo,  dar  demasiada  información,  lo  interrumpe  a 
usted  con  cierta  frecuencia,  nos  inclinaría  a pensar  más  en 
ansiedad.  Si  por  el  contrario,  hay  lentitud  al  caminar,  al  con- 
testar, al  moverse,  hay  que  repetirle  preguntas,  podemos  sos- 
pechar una  depresión. 

Crisis  de  llanto  a mitad  de  relato  del  historial,  tras  lo  cual  el 
paciente  se  repone  y alega  que  no  es  nada,  no  es  suficiente 
información  para  inclinarnos  a depresión  o ansiedad,  pero  sí 
para  la  coexistencia  de  síntomas. 

Con  frecuencia  coexisten  síntomas  de  ansiedad  y depre- 
sión y es  de  gran  ayuda  para  aclarar  el  componente  que 
predomina,  preguntarle  al  paciente  y la  familia  cuál  es  su 
mayor  preocupación  en  relación  a la  condición  del  paciente. 
Así  mismo,  preguntándole  al  paciente  sobre  cuál  de  todas  las 
cosas  que  se  siente  le  gustaría  mejorar,  nos  da  una  idea  general 
del  cuadro  predominante. 

Al  usted  comenzar  a tomar  el  historial  puede  obtener 
información  básica  que  podría  inclinarlo  cada  vez  más 
hacia  una  de  las  dos  alternativas.  Ejemplo:  el  cuadro  de  un 
patrón  de  sueño  alterado  donde  se  despierta  mayormente  por 
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la  madrugada,  nos  inclinaría  a pensar  en  depresión.  Sin 
embargo,  si  el  cuadro  es  que  no  puede  conciliar  el  sueño  y 
despierta  varias  veces  en  la  noche,  nos  haría  pensar  más  en 
ansiedad.  El  uso  frecuente  de  alcohol  para  inducir  el  sueño  se 
ve  con  más  frecuencia  en  pacientes  con  depresión.  El  que  nos 
ofrezcan  información  sobre  pérdida  de  peso  sin  razón  apa- 
rente, nos  inclinaría  hacia  una  depresión.  Sin  embargo,  en  el 
paciente  joven  podríamos  sospechar  la  presencia  de  una  depre- 
sión ante  un  aumento  rápido  de  peso  y/o  de  horas  de  sueño. 
Decaimiento,  falta  de  ánimo  o libido  por  período  de  varios 
días  y el  historial  de  que  ha  recibido  vitaminas  en  varias 
ocasiones,  nos  haría  pensar  en  depresión  como  posible 
diagnóstico. 

Si  en  el  historial  hay  evidencia  de  varias  visitas  a sala  de 
emergencia  con  cuadros  de  tipo  “cardíacos”  y que  ha  recibido 
inyecciones  “para  los  nervios”  o se  le  ha  devuelto  a su  casa  sin 
explicación  clara  de  su  condición;  particularmente,  en  un 
paciente  joven,  nos  debe  hacer  pensar  en  el  diagnóstico  de 
ansiedad.  El  historial  de  síntomas  gastrointestinales  recurren- 
tes (acidez,  dispepsia,  cólicos,  diarreas  o estreñimientos  cícli- 
cos) con  exámenes  negativos,  puede  ser  común  a ansiedad  o 
depresión.  El  que  e exprese  tristeza  asociada  a síntomas  que  le 
impiden  funcionar  adecuadamente,  se  puede  ver  en  reacciones 
de  ansiedad  con  depresión.  Sin  embargo,  tristeza  sin  saber 
porqué  que  dura  varios  días  ocurre  con  más  frecuencia  en  las 
depresiones. 

Depresión  Psicótica  vs.  la  de  Ajuste 
Reactiva,  Situacional  o Neurótica 

Si  asumimos  que  usted  ha  podido  diferenciar  entre  una 
condición  funcional  y una  orgánica  y dentrode  las  funcionales 
ha  diferenciado  entre  ansiedad  y depresión,  ¿qué  nos  puede 
ayudar  para  diferenciar  entre  la  depresión  psicótica  y la  reac- 
tiva o situacional?  Recordemos  que  es  sumamente  importante 
que  el  médico  primario  sospeche  en  forma  temprana  la  exis- 
tencia de  una  depresión  psicótica  y refiera  dichos  casos  a 
tratamiento  urgente  a un  psiquiatra.  A continuación  algunas 
observaciones  de  valor  práctico. 

En  la  sala  de  espera  se  expresa  conducta  que  nos  puede 
ofrecer  evidencia  que  inclinen  hacia  uno  o el  otro  diagnóstico. 

Lentitud  de  movimiento,  hombros  caídos,  mirada  al  piso, 
ojos  vidriosos,  expresión  de  perplejidad  y/o  confusión;  usual- 
mente, nos  inclinaría  a pensar  de  que  la  depresión  es  profunda, 
posiblemente  a nivel  psicótico.  Sin  embargo,  una  expresión  de 
angustia  y tristeza  pero  sin  lentitud,  con  maquillaje  normal  o 
poco,  tendencia  a estar  callado,  a establecer  un  mínimo  de 
interacción  con  otros  pacientes,  nos  podría  hacer  pensaren  un 
disturbio  de  ajuste  con  depresión.  La  paciente  mujer  sin  arre- 
glar, sin  pintar,  con  la  cejas  sin  sacar  por  varios  días,  en 
chinelas,  con  bata  o traje  de  uso  casero,  nos  inclinaría  más  a 
considerar  la  posibilidad  de  una  depresión  psicótica. 

Ocasionalmente,  la  depresión  psicótica  en  pacientes  entre 
40  y 50  años  puede  presentarse  con  un  cuadro  dramático  de 
agitación  continua,  repetición  de  frases  cortas  con  contenido 
de  minusvalía  o culpa  y evidencia  de  descuido  en  el  vestir,  en 
su  apariencia  e higiene  personal. 

Una  vez  usted  ha  saludado  al  paciente  y lo  pasa  a la  oficina, 
al  comenzar  la  entrevista,  la  lentitud  al  contestar,  expresión  de 
aparente  confusión,  perplejidad  y una  tendencia  a un  afecto 
que  varía  poco;  nos  inclinaría  más  hacia  una  depresión  psicó- 
tica. La  limitación  en  la  función  social  que  se  evidencia  por 
estar  acompañado,  y al  preguntársele  mirar  al  familiar  o al 


piso,  contestando  los  familiares  por  él,  añadirá  evidencia 
hacia  una  depresión  profunda.  Si  el  paciente  contesta  normal- 
mente, tiene  ojos  húmedos  y un  llanto  contenido  que  sale  con 
relativa  facilidad,  nos  inclinaríamos  hacia  síntomas  de  depre- 
sión en  un  disturbio  de  ajuste. 

Ya  usted  ha  observado  el  paciente  en  la  sala  de  espera  y al 
entrar  en  su  oficina  y comienza  a tomar  el  historial.  El  depri- 
mido situacional  o reactivo  usualmente,  se  ha  mantenido  tra- 
bajando, aún  sin  ánimo.  Sin  embargo,  el  psicótico  usualmente, 
lleva  varios  días  sin  trabajar.  Si  es  ama  de  casa,  no  puede  hacer 
las  tareas  domésticas,  se  cansa  con  facilidad.  Usualmente  no 
tiene  deseos,  energías  o iniciativa  para  desempeñar  sus  distin- 
tos roles  de  padre,  esposo,  ama  de  casa,  etc.  Así  mismo,  el 
depresivo  psicótico  se  aisla  en  la  casa,  se  torna  muy  irritable, 
casi  no  habla,  frecuentemente  se  mantiene  en  el  cuarto 
acostado. 

El  paciente  depresivo  psicótico  puede  tener  quejas  somáti- 
cas de  rato  contenido,  como  “estoy  podrido  por  dentro”  o 
puede  expresar  ideas  falsas  persistentes  sobre  su  cuerpo  y 
cómo  este  funciona.  De  encontrar  un  historial  de  ideas  suici- 
das persistentes,  intentos  suicidas  serios,  nos  inclinaría  más 
hacia  la  depresión  psicótica.  El  depresivo  psicótico  usual- 
mente no  aporta  sobre  los  posibles  agentes  precipitantes  de  su 
depresión.  Sin  embargo,  el  neurótico  o el  que  sufre  un  distur- 
bio de  ajuste  se  expresa  espontáneamente  sobre  su  falta  de 
ánimo,  falta  de  apetito  e insomnio  y con  frecuencia  trae  evi- 
dencia de  los  factores  que  están  afectando  su  estado  de  ánimo. 

Es  importante  diferenciar  entre  condiciones  funcionales  y 
orgánicas,  así  mismo  entre  ansiedad  y depresión  y poder  iden- 
tificar el  nivel  de  depresión.  Sobre  todo  hoy  en  día  cobra 
particular  importancia  que  el  médico  primario  ante  el  paciente 
que  se  le  presenta  con  un  cuadro  obvio  de  origen  psicosocial  le  j 
tome  un  historial  completo,  le  examine  cuidadosamente  y 
envíe  los  laboratorios  pertinentes.  Cada  día  hay  más  evidencia 
de  la  alta  incidencia  de  condiciones  físicas  en  pacientes 
psiquiátricos.5 

A nivel  de  cuidado  primario  los  médicos  tenemos  que 
capacitarnos  continuamente  para  diagnosticar  efectivamente 
entre  condiciones  físicas  y funcionales  e identificar  en  forma 
temprana  los  diagnósticos  psiquiátricos  más  comunes.  Este  es 
uno  de  los  medios,  si  no  el  mejor,  para  poder  evitar  que  en 
ocasiones  el  paciente  llegue  innecesariamente  al  especialista,  le 
llegue  demasiado  tarde,  se  hospitalize  innecesariamente6  o 
siga  pasando  de  médico  en  médico;  afectándose  su  funciona- 
miento, el  de  su  familia  y a su  vez,  encareciendo  los  costos  de 
los  servicios  de  salud. 
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Manuel  Pérez  González,  M.D.* 


Clinical  History 


What  is  your  diagnosis? 


55  year  old  man  that  presented  with  one  year  history  of 
intermittent  right  calf  pain,  swelling  and  tenderness  which 
increased  in  severity  two  days  prior  to  admission.  Plain  films 
of  the  right  knee  were  normal.  Acute  thrombophlebitis  was 
suspected  clinically,  and  lower  extremity  venography  per- 
formed. 


Figure  1.  Frontal  film  from  venogram  at  knee  level. 


1)  Acute  thrombophlebitis 

2)  Old  thrombophlebitis  with  occlusion 

3)  Calf  hematoma 

4)  Ruptured  Baker’s  cyst 


Figure  2.  Lateral  film  of  venogram. 


* Assistant  Chief.  Radiology  Department . Veteran'  v Administration  Hospi- 
tal. San  Juan.  Puerto  Rico. 
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Radiology  Quiz 


Answer:  Ruptured  Baker’s  Cyst 


Discussion 


Figure  1 represents  the  frontal  view  of  the  right  leg 
venogram  and  shows  lateral  displacement  of  the  popliteal 
vein  below  the  level  of  the  knee,  with  poor  filling  of  the 
muscle  veins.  The  lateral  view  (Figure  2)  shows  no  filling 
defect  to  suggest  deep  venous  thrombosis. 

Figure  3 shows  a sonogram  of  the  popliteal  fossa  and  calf 
regions,  where  a large  echo-free  structure  is  noted  represen- 
ting a synovial-lined  cyst. 

Figure  4 represents  an  arthrogram  where  extravasation 
of  air  and  contrast  material  can  be  noted  in  the  lower, 
posterior  popliteal  region  during  arthrography. 


The  accuracy  of  clinical  diagnosis  of  deep  vein  thrombo- 
sis DVT  varies  between  30  and  50  percent.  There  are  several 
disease  processes  which  may  mimic  DVT,  particularly  cellu- 
litis, deep  muscle  hematoma,  myositis,  lymphangitis  and  (as 
in  our  case)  Baker’s  Cyst. 

Popliteal  cysts  may  cause  few  symptoms.  Occasionally, 
more  severe  pain  and  swelling  are  present,  and  the  first 
diagnostic  procedure  performed  is  usually  phlebography 
due  to  suspected  thromboplebitis.  This  study  will  demons- 
trate no  evidence  of  venous  thrombosis,  but  rather  extrinsic 
pressure  on  the  popliteal  vein  which  at  times  appears  totally 
occluded.  Confirmation  of  the  venographic  impression  is 
readily  obtained  by  sonography  (Figure  3)  where  a sonolu- 
cent  mass  will  be  seen.  Although  usually  not  necessary  for 
diagnosis,  arthrography  provides  another  method  of  con- 
firmation. 

The  relationship  of  rheumatoid  arthritis  and  synovial 
cysts  was  described  as  far  back  as  1964.  It  can  also  be  seen  in 
association  with  other  arthritides  and  meniscal  cysts.  Popli- 
teal artery  aneurysms  can  also  produce  the  same  venographic 
findings  but  present  clinically  with  a pulsatile  popliteal  mass; 
there  may  be  associated  popliteal  vein  thrombosis. 
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Figure  4.  Knee  arthrogram,  lateral  projection. 
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Figure  A 


Figure  B 


The  above  images  were  part  of  a routine  third  trimester 
obstetric  sonogram.  Fig.  A.  is  a transverse  section 
through  the  fetal  trunk.  Fig.  B is  a longitudinal  view  of  the 
fetal  flank.  The  most  likely  diagnosis  is: 

A.  Spina  Bifida 

B.  Fetal  ascites 

C.  Multicystic  dysplastic  kidney 

D.  Hydronephrosis 
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Sonography  Qw: 


Diagnosis:  D)  Hydronephrosis 
Discussion 

The  fetal  kidneys  can  be  first  identified  sonographically 
early  in  the  second  trimester.  They  appear  as  two  small, 
round  hvpoechoic  areas  on  either  side  of  the  spine  when  the 
fetal  trunk  is  examined  in  transverse  sections.  The  central 
collecting  system,  when  not  dilated,  is  imaged  as  a more 
echogenic  region.  Hydronephrosis  is  manifested  as  a fluid 
filled  central  area  surrounded  by  normal  renal  parenchymal 
tissue  (Fig.  A and  Fig.  B). 

Fetal  hydronephrosis  is  not  an  infrequent  finding  in 
routine  obstetrical  sonograms  during  the  third  trimester.  A 
mild  degree  of  pelvocalyceal  dilatation  may,  in  fact  be  of  no 
pathologic  significance  and  may  shows  resolution  in  follow 
up  studies.  The  cause  of  these  transient  fetal  hydronephrotic 
episodes  is  still  unclear  but  may  be  related  to  hormonal 
effects.  When  the  degree  of  hydronephrosis  is  severe  or  the 
changes  are  persistent  in  follow  up  studies,  congenital 
obstructive  or  stenotic  segments  at  the  uretero-pelvic 
junction  should  be  considered.  Other  possible  causes  of 
hydronephrosis  include  vesicoureteral  reflux,  posterior 
urethral  valves  and  the  Prune  Belly  syndrome. 

Severe  hydronephrosis  may  be  difficult  to  differentiate 
sonographically  from  a multicystic  dysplastic  kidney.  In  the 
later  entity  normal  renal  parenchv'-'a  is  virtually  absent  and 
multiple,  non-communicating  cysts  of  varying  sizes  are 
observed.  In  severe  hydronephrosis  usually  a dominant, 
medial  cystic  structure,  the  dilated  renal  pelvis,  is  identified  as 
well  as  a thin  surrounding  renal  parenchyma.  The  dilated 
pelvis  communicates  with  smaller  perypheral  cysts,  the 
dilated  cálices. 

The  antenatal  diagnosis  of  fetal  obstructive  uropathy 
should  alert  the  pediatrician  of  possible  perinatal  complica- 
tions. A prompt  urologic  work  up  and  a properly  timed 
surgery  may  be  live  saving  for  the  newborn  infant. 
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ELECTROCARDIOGRAM 
OF  THE  MONTH 

Charles  D.  Johnson,  M.D.,  F.A.C.C. 


This  66-year-old  male  presented  with  acute  precordial 
pain  and  a seizure.  The  electrocardiograms  in  Figures  I 
and  2 were  obtained. 


Questions 

1 . What  are  the  electrocardiographic  and  arrythmic  diagnoses? 

2.  What  is  the  electrophysiology  of  the  arrythmia? 


Figure  1 


University  of  Puerto  Rico,  School  of  Medicine,  Section  of  Cardiology,  Rio 
Piedras,  Puerto  Rico. 
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Answers 

Acute  Anteroseptal-lateral  myocardial  infarction  (MI). 

Possible  old  inferior  MI.  Left  atrial  overload. 

Bordeline  left  anterior  hemiblock  (LAH). 

Ventricular  ectopy  - (PVB)  - bigeminy,  “Infarct  PVB”, 
multiform  and  multifocal.  Origin  from  the  left  ventricle  near 
the  left  anterior  fascicle  manifesting  with  left  posterior 
hemiblock  (LPH)  and  right  bundle  branch  block  (RBBB).  The 
last  beat  in  lead  V,  of  Figure  1 may  be  of  right  ventricular 
origin.  Another  strip  of  the  same  day  revealed  PVBs  with  left 
axis  deviation  (LAD),  thus  arising  near  the  left  posterior 
fascicle. 

Strips  b,  c and  d (after  lidocaine)  illustrate  sinus  arrythmia 
(rates  79-86)  and  a QRS  morphology  (broad,  0.14  S and  rS 
LAD)  different  from  the  basic  rhythm  and  all  PVBs,  yet 
showing  a P-R  interval  (0.12  S)  the  same  as  that  of  the  basic 
rhythm.  PVBs  terminate  this  rhythm. 

Comments 

Diagnoses  to  be  considered  are: 

1.  Accelerated  Idioventricular  Rhythm  or  Tachycardia 
(Slow  Ventricular  Tachycardia).  This  is  favored  by  the 
acute  MI,  and  a different  broad  QRS  complex  with  a rate 
between  45  and  120  per  minute  that  could  be  of 
ventricular  origin.  However,  there  is  no  atrioventricular 
(AV)  dissociation  but  constant  P-R  intervals,  and  no 
ventricular  fusion  beats  at  the  onset  or  termination.  A 
PVB  does  not  unmask  AV  dissociation  in  the  following 
beat.  Yet,  isorhythmic  AV  dissociation  with  a constant  P- 
R distance  might  rarely  be  envisioned  as  accrochage  or 
synchronization  with  beating  in  perfect  unison  of  the 
sinus  node  and  ventricles. 

2.  Intermittent  LAH  and  RBBB,  perhaps  tachycardia- 
dependent  (phase  3 block).  This  is  favored  by  a constant 
P-R  interval  suggesting  sinus  conduction  of  the  beats, 
sudden  transition  between  the  two  patterns,  a similar 
QRS  vector  as  the  basic  beats,  normal  beats  always 
terminating  the  post-PVB  pause  and  a slight  tendency  for 
a faster  (or  near  same)  heart  rate  during  this  pattern. 

Repetitive  transeptal  and  late  retrograde  activation  of  the 
blocked  branches  via  the  transmitting  branches  postponing 
their  refractoriness,  could  cause  continued  aberrant  ventricular 
conduction.  A PVB  can  terminate  aberrant  conduction  by 
preexciting  the  bundle  branches,  equalizing  and  stabilizing 
their  refractoriness.  Thus,  an  ensuing  impulse  is  conducted 
down  both  bundle  branches  simultaneously,  resulting  in 
normal  intraventricular  conduction. 

In  this  case,  the  sinus  arrythmia,  prematurity  and  unequal 
refractory  periods  of  the  bundle  branches  and  fascicles,  with 
a minimally  (a  few  hundredths  of  a second  may  be  sufficient) 
faster  rate,  may  explain  the  phase  3 RBBB  and  LAH.  There 
may  be  an  overlap  in  critical  R-R  cycles  during  acceleration 
and  deceleration.  The  intermittent  RBBB  and  LAH  may  be 
non-rate  related.  Other  factors  such  as  vagal  and  functional 
sympathetic  nervous  influences,  hemodynamics,  momentary 
changes  in  coronary  perfusion,  bilateral  bundle  branch  block 
(no  prolonged  nor  variable  PR  intervals)  and  super  normal 
conduction  may  play  a role  in  intermittent  block. 


Electrocardiogram  of  the  Month 
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PREVALENCE  AND  SIGNIFICANCE  OF  AN  AB- 
NORMAL S-T  SEGMENT  RESPONSE  TO  EXER- 
CISE IN  A YOUNG  ATHLETIC  POPULATION. 
Spirito  P,  Marrón  BJ,  Bonow  RO,  et  al.  Am  J Cardiol 
1983;  51:1665-1666. 

El  condicionamiento  atlético  crónico  puede  producir  alte- 
raciones en  la  estructura  y funcionamiento  cardíaco  que  son 
leves,  pero  pueden  simular  trastornos  cardíacos  orgánicos. 
Informes  recientes  de  muerte  súbita  en  atletas  han  ocasio- 
nado gran  preocupación  e incertidumbre  con  relación  a la 
evaluación  médica  adecuada  de  estos  jóvenes. 

Con  el  objetivo  de  determinar  la  incidencia  de  pruebas  de 
ejercicio  positivas  en  una  población  atlética,  la  relación  de 
estos  resultados  positivos  con  la  hipertrofia  ventricular 
izquierda  “fisiológica”  y la  efectividad  del  electrocardio- 
grama (ECG)  durante  ejercicio  en  atletas  se  llevó  a cabo  este 
estudio  en  el  Instituto  Nacional  del  Corazón,  Pulmón  y Sangre 
en  Bethesda,  Maryland. 

A 75  atletas  condicionados  con  edad  media  de  21  años  y 
sin  evidencia  de  cardiopatía  alguna  y a 48  jóvenes  normales 
no-atléticos  se  les  hizo  ecocardiogramas  (modo  M)  y ECG 
durante  ejercicio  con  treadmill.  Se  obtuvo  una  respuesta 
anormal  al  ejercicio  del  segmento  S-T  en  7(9%)  de  los  atletas, 
todos  los  cuales  tenían  una  masa  ventricular  mayor  de  275g  y 
en  5 de  ellos  estaba  sobre  la  percentila  95  de  la  de  los  contro- 
les. La  prueba  de  ejercicio  fue  anormal  en  3(6%)  de  los 
controles.  Siete  de  los  10  jóvenes  con  respuesta  anormal  a la 
prueba  de  ejercicio  tuvieron  angiogramas  con  radionucleidos 
normales  en  reposo  y durante  el  ejercicio. 

Los  autores  concluyen  que:  1)  respuestas  anormales  a la 
prueba  del  ejercicio  son  comunes  en  jóvenes  atletas  y no- 
atletas;  2)  casi  10%  de  los  atletas  en  adiestramiento  isomé- 
trico  tienen  ECG  “falsamente  positivos”  durante  la  prueba 
de  ejercicio,  sugiriendo  que  esta  prueba  tiene  grandes  limita- 
ciones en  la  detección  de  enfermedades  cardiovasculares 
“latentes”  en  atletas  jóvenes;  y 3)  en  los  atletas  hubo  una 
relación  entre  la  hipertrofia  izquierda  fisiológica  y la  obten- 
ción de  resultados  falsamente  positivos  en  la  prueba  de  tole- 
rancia al  ejercicio. 


ACQUIRED  IMMUNE  DEFICIENCY  SYNDROME 
IN  CHILDREN.  Oleske,  JM  and  Minnefor,  AB.  Pedia- 
tric Infectious  Disease  2:  85-86,  1983. 

El  sindrome  de  la  inmunodeficiencia  adquirida  se  está  diag- 
nosticando con  frecuencia  creciente  en  niños.  Estos  han  reci- 
bido transfusiones  de  sangre  o productos  de  sangre;  en  otros 
casos  son  contactos  domiciliarios  de  casos  del  síndrome, 
principalmente  madres  promiscuas  o drogadictas.  Las  mani- 
festaciones clínicas  en  los  niños  todavía  no  se  conocen  a 
plenitud,  pero  hay  ciertas  características  que  empiezan  a 
perfilarse.  No  ha  habido  casos  asociados  con  el  sarcoma  de 
Kaposi  y la  hepatitis  B es  rara.  La  linfopenia  no  es  profunda, 
pero  la  hipergammaglobulina  es  mas  acentuada  que  en  los 
adultos.  La  infección  oportunista  por  salmonelas  es  más 
común  en  los  niños  que  en  los  adultos.  Infecciones  serias 
también  se  encuentran  en  los  niños  y las  mismas  comprenden 
neumonías,  esofagitis,  enterocolitis,  enfermedad  mucocutá- 
nea  extensa,  meningitis,  encefalitis  y leucoencefalopatía  mul- 
tifocal progresiva.  Los  agentes  etiológicos  incluyen  hongos, 
protozoarios  (P.  carinii.  Toxoplasma ),  virus  y micobacterias 
atípicas.  Con  frecuencia  se  encuentra  neumonía  intersticial 
de  etiología  indeterminada.  El  diagnóstico  diferencial  debe 
incluir  el  síndrome  de  Nezelof  y otras  formas  de  inmunodefi- 
ciencia combinada  o celular.  No  hay  tratamiento  excepto  el 
empírico  con  globulina  gamma  endovenosa  o agentes  inmu- 
nomoduladores.  La  mortalidad  es  comparable  a la  de  los 
adultos. 

José  E.  Sifontes,  MD,  FAAP 

A PERINEAL  RASH  IN  KAWASAKI  DISEASE.  Fink, 
CW.  Pediatric  Infectious  Disease  2:  140-141,  1983. 

Se  informa  en  varios  infantes  una  erupción  en  la  región 
perineal  como  manifestación  adicional  de  la  enfermedad  de 
Kawasaki.  La  erupción  es  eritematosa,  prurítica,  dolorosa, 
macular,  coalescente  sin  vesículas  ni  bullas;  dura  varios  días  y 
luego  empieza  a desaparecer  con  descamación.  Kawasaki 
señala  que  dicha  erupción  es  bien  conocida  en  Japón,  pero  la 
misma  no  había  sido  divulgada  en  la  literatura. 


Rafael  Villavicencio  MD,  FACC 
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José  E.  Sifontes,  MD,  FAAP 
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DIAGNOSIS  OF  ILL-DEFINED  PULMONARY 
INFILTRATES  BY  LATERAL  DECUBITUS  CHEST 
RADIOGRAPHY.  Faerber,  EN,  Darling  DB,  Leonidas 
JC.  Pediatrics  1983;  71:  192-195. 


Los  infiltrados  pulmonares  imprecisos  en  las  bases  del 
pulmón  en  los  niños  están  entre  los  más  difíciles  de  elucidar, 
particularmente  si  están  ubicados  en  las  regiones  pericar- 
diaca  o retrocardiaca.  A veces  son  infiltrados  reales,  otras  se 
deben  a exageraciones  de  las  sombras  normales  porque  la 
placa  está  en  espiración.  Para  aclarar  las  dudas,  mejor  que 
repetir  las  placas  es  hacerlas  en  la  posición  decúbito  lateral. 
Esta  se  hace  con  el  pulmón  afectado  hacia  arriba;  o sea,  si  la 
lesión  sospechosa  es  en  el  lado  izquierdo  se  toma  la  placa  en  la 
posición  decúbito  lateral  derecha  y viceversa.  Así  aparece 
más  expandido  el  lado  afectado  y si  la  lesión  no  es  real,  la 
misma  desaparece,  pero  si  es  real  se  ve  con  más  precisión. 

José  E.  Sifontes,  MD,  FAAP 


PROVING  IMPROVEMENT  IN  COPD  PATIENTS 
AFTER  PULMONARY  REHABILITATION.  Mohseni- 
far  Z,  Horak  D,  Brown  HV,  Koerner  SK.  Chest  83: 
189-192,  1983. 


Two  parameters  appear  to  be  useful  objective  markers  of 
physiologic  improvement  in  patients  with  chronic  obstruc- 
tive pulmonary  disease  (COPD)  who  are  undergoing  pulmo- 
nary rehabilitation:  heart  rate  and  blood  lactate  levels. 

In  this  study,  15  patients  with  severe  COPD  participated 
in  a six  week  pulmonary  rehabilitation  program.  The  pro- 
gram consisted  of  two-hour  sessions  per  week.  At  each  se- 
ssion, patients  exercised  for  20  minutes  at  70%  of  their 
maximum  predicted  heart  rate  and  practiced  diaphragmatic 
and  pursed-lip  breathing  for  20  minutes. 

At  the  end  of  the  program  all  exercise  measurements 
remained  unchanged  except  for  two:  all  15  patients  had  small 
but  significant  reductions  in  heart  rate  and  arterial  lactate 
levels. 

Other  researchers  have  found  no  significant  changes  in 
lactate  levels  or  heart  rate.  Reasons  for  these  discrepancies  are 
not  clear,  but  the  authors  suggest  that  differences  in  the 
lengths  of  the  training  programs,  patient  populations,  and 
methods  of  measuring  anaerobiasis  may  play  a role. 

Ramón  Figueroa-Lebrón,  MD,  FCCP 
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REUISIOM  DE  TEXTOS  NUEUDS 


Colonialism,  Catholicism 
and  Contraception. 

A History  of  Birth 
Control  in  Puerto  Rico 


Annette  B.  Ramírez  de  Arellano  y Conrad  Seipp.  219  págs. 
Chapel  Hill:  The  University  of  North  Carolina  Press, 
1983.  $24.00 


El  libro  está  escrito  con  un  estilo  sencillo  y directo.  Los 
autores  han  tenido  la  suerte  de  encontrar  (o  lo  que  quizás  sea 
más  justo,  han  pasado  el  trabajo  de  buscar  y escoger)  anécdo- 
tas sorprendentes,  de  esas  que  nos  parece  a los  puertorrique- 
ños que  sólo  se  dan  en  Puerto  Rico.  Estos  episodios  sirven 
para  adelantar  el  desarrollo  de  la  narración,  a la  vez  que 
ayudan  al  lector  a recrear  el  momento  que  se  describe.  Quizás 
la  características  más  notable  del  estilo  de  los  autores  es  su 
mesura  al  comentar  los  eventos  narrados.  Aunque  el  campo 
en  que  se  mueve  la  narración  está  minado  con  innumerables 
acciones  debatibles  y juicios  que  hoy  se  considerarían  prejui- 
ciados, se  evitan  por  completo  las  recriminaciones  anacróni- 
cas y (agradable  sorpresa  en  el  Puerto  Rico  actual)  es 
imposible  determinar  la  orientación  política  de  los  autores. 
Cada  lector  puede  juzgar  esta  historia  con  su  propiro  criterio. 
El  libro  le  resultará  interesante  a todos  los  interesados  en 
demografía,  salud  pública,  ginecología,  sociología  e historia 
de  Puerto  Rico,  además  de  ser  obligada  referencia  para  los 
que  se  dedican  profesionalmente  a esas  disciplinas. 


Los  autores  de  esta  obra  han  conseguido  resumir  con 
amenidad  y concisión  la  historia  del  control  de  la 
natalidad  en  Puerto  Rico  en  los  últimos  sesenta  años. 
Demuestran  su  habilidad  narrativa  desde  el  primer  capítulo, 
con  una  descripción  sorprendentemente  novedosa  de  la  situa- 
ción política,  económica  y social  de  la  isla  en  las  primeras 
décadas  del  siglo.  Entran  en  el  tema  de  la  contracepción  en  el 
segundo  capítulo,  reseñando  la  controversia  pública  provo- 
cada por  un  artículo  periodístico  de  Luis  Muñoz  Marín  en 
1922:  “Maltusianismo  práctico”.  De  ahí  en  adelante  el  libro 
describe  los  cambios  legales,  económicos,  políticos,  sociales  y 
científicos  que  han  afectado  las  prácticas  de  control  de  natali- 
dad en  Puerto  Rico  hasta  1980.  Los  autores  incluyen  entre 
esas  prácticas  la  educación  de  la  población  en  cuanto  a fisio- 
logía de  la  reproducción,  el  uso  de  contraceptivos  de  barrera, 
como  condones,  diafragmas  y espumas,  y el  uso  de  la  esterili- 
zación en  hembras  y varones,  y cómo  llegó  a ser  legal  la 
práctica  del  aborto  en  Puerto  Rico.  Las  notas  al  calce,  con  las 
referencias  citadas  en  el  texto,  y el  índice  analítico  hacen  del 
libro  una  referencia  útil,  pero  es  lamentable  que  se  haya 
omitido  una  bibliografía  final,  ordenada  alfabéticamente, 
para  ayudar  al  investigador.  Por  lo  demás,  la  edición  ha  sido 
esmerada. 

La  trenza  de  los  temas  de  colonialismo,  catolicismo  y 
contracepción  resulta  útil  como  estructura  conceptual  de 
libro.  Los  autores  documentan,  con  gran  abundancia  de 
referencias  científicas  y fuentes  primarias,  como  la  posibili- 
dad de  usar  prácticas  contraceptivas  en  Puerto  Rico  ha 
dependido  no  sólo  de  la  necesidad  o deseo  de  cada  persona  y 
de  los  adelantos  técnicos,  sino  también  de  decisiones  políticas 
o jurídicas  tomadas  en  Estados  Unidos  (con  mayor  o menor 
conciencia  de  su  repercusión  en  la  isla),  y de  la  disposición 
más  o menos  militante  de  los  obispos  católicos  norteamerica- 
nos en  las  diócesis  locales  (con  o sin  el  respaldo  de  los  obispos 
del  continente).  Es  claro  que  para  los  autores  los  conflictos 
del  catolicismo  y las  prácticas  contraceptivas  se  dieron  en 
Puerto  Rico  entre  las  jerarquías  políticas  y religiosas,  y no  en 
la  intimidad  de  la  conciencia  de  las  personas. 


José  G.  Rigau  Pérez,  M.D. 
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CARE  FOR  YOUR 
COUNTRY. 


As  an  Army  Reserve  physician,  you  can  serve 
your  country  and  community  with  just  a small  invest- 
ment  of  your  time.  You  will  broaden  your  professional 
experience  by  working  on 
interesting  medical  projects" 
in  your  community.  Army 
Reserve  service  is  flexible,  so  it 
wont  interfere  with  your  practice. 

You'll  work  and  consult  with  top 
physicians  during  monthly  Reserve 
meetings.  You’ll  also  attend  funded 
continuing  medical  education  pro- 
grams. You  will  all  share  the  bond  of 
being  civic-minded  physicians  who  are  also  commis- 
sioned officers.  One  important  benefit  of  being  an  officer 
is  the  non-contributory  retirement  annuity  you  will  get 
when  you  retire  from  the  Army  Reserve.  To  find  out 
more,  simply  call  the  number  below. 


ARMY  RESERVE. 
BE  ALL  YOU  CAN  BE. 


MAJ  Gerald  C.  Knoll,  MSC 
HQ,  US  Army  Forces  Command 
Attn:  USAR  AMEDD  Procurement 
Ft.  McPherson,  GA  30330 
(404)  752-2376/3105 


Pcbicolctial  5c  cié  tuno 


HYSTERECTOMY  PATIENT 
LOSES  SUIT  AGAINST  MD 


A verdict  for  a patient  was  properly  set  aside  where  there 
was  no  causal  connection  between  a physician’s  failure  to 
conduct  a pelvic  examination  and  the  patient’s  subsequent 
hysterectomy,  a New  York  appellate  court  ruled. 

The  patient  telephoned  the  physician  because  of  heavy 
menstrual  bleeding.  He  prescribed  Provera,  and  the  bleeding 
stopped  in  three  days.  Two  months  later,  the  patient  went  to 
the  physician’s  office  because  of  feeling  faint.  He  did  not 
perform  an  internal  pelvic  examination,  thinking  it  un- 
necessary and  because  the  patient  had  not  complained  of 
gynecological  problems. 

Four  months  later,  the  physician  found  abnormal  swelling 
at  a pelvic  examination  and  referred  the  patient  to  a 
gynecologist.  The  gynecologist  found  fibroid  tumors  in  the 
patient’s  uterus  but  did  not  recommend  surgery  because  they 
were  not  causing  problems. 

The  patient  consulted  a second  gynecologist  because  of 
backache  and  heavy  menstrual  bleeding.  He  performed  a 
dilation  and  curettage  and  removed  the  tumors  and  part  of  the 
left  ovary,  as  well  as  some  endometriosis,  which  was 
discovered  at  the  time  of  surgery. 

Eight  months  later,  a third  gynecologist  found  that  the 
fibroid  tumors  had  recurred.  He  performed  a dilation  and 
curettage  and  told  the  patient  that  surgery  would  eventually  be 
necessary.  Two  months  later,  another  physician  operated  on 
the  patient,  finding  extensive  endometriosis.  A total  hyste- 
rectomy with  removal  of  the  ovaries  was  performed.  Post- 
operative pathological  examination  revealed  adenomyosis. 

The  patient  sued  the  first  physician,  alleging  that  his  failure 
to  perform  a pelvic  examination  and  properly  diagnose  her 
condition  caused  her  to  require  a hysterectomy  and  be  unable 
to  bear  children.  The  jury  returned  a verdict  for  the  patient 
and  her  husband.  The  physician’s  motion  to  set  aside  the 
verdict  was  granted. 

On  appeal,  the  court  found  that  the  jury  could  not  have 
arrived  at  the  verdict  for  the  patient  on  any  rational  basis.  The 
court  said  that  the  record  was  clear  that  even  if  the  failure  to 
perform  a pelvic  examination  was  negligence,  it  had  nothing 
to  do  with  the  existence  or  later  discovery  of  the  endometriosis, 


for  which  the  operation  was  performed.  Neither  of  the  two 
physicians  who  treated  the  patient  subsequently  found  the 
endometriosis  during  their  examinations. 

Further,  the  two  physicians  did  not  detect  any  desire  on 
the  part  of  the  patient  to  raise  a family,  as  she  had  been  using  a 
contraceptive  diaphragm  and  had  had  two  induced  abortions. 
The  court  affirmed  the  judgment  dismissing  the  patient’s 
complaint.  — Gayle  v.  Neyman,  457  N.Y.S.  2d  499  (N.Y.Sup. 
CT.,  App.Div.,  Jan.  6,  1983). 


PATIENT  SUES  FOR  HEART  ATTACK 
AFTER  STRESS  TEST  DURING  EXAM 

A patient  who  suffered  a heart  attack  shortly  after 
completing  a stress  test  was  entitled  to  a new  trial  of  his  action 
against  three  physicians,  a federal  appellate  court  in  New  York 
ruled. 

The  patient  was  employed  as  a pilot  for  a corporation,  he 
was  required  to  take  an  annual  physical  examination, 
including  a stress  test.  He  had  taken  the  stress  test  since  1973. 
In  September  1979,  he  took  another  stress  test.  Fifteen  to 
twenty  minutes  after  completing  the  test,  he  suffered  a heart 
attack.  He  was  hospitalized  for  over  a week  and  lost  his  pilot 
license. 

In  a malpractice  action  against  the  physicians  who 
administered  the  test,  the  patient  claimed  that  they  had  failed 
to  monitor  and  administer  the  test  properly.  Among  other 
things,  he  contended  that  the  physician  should  have  stopped 
the  test  during  the  fourth  stage  of  the  test,  when  the  patient 
complained  of  “heavy  fatigue.”  A jury  found  in  favor  of  the 
physicians. 

On  appeal,  the  federal  appellate  court  said  that  the  patient 
was  entitled  to  a new  trial.  The  trial  court  had  given  the  jury  a 
supplemental  instruction  which  may  have  misled  it,  the 
appellate  court  said.  After  the  jury  deliberated  for  an  entire 
day,  it  asked  the  court  whether  the  patient’s  expression  of 
fatigue  could  be  legally  regarded  as  his  request  to  stop  the  test, 
the  court  answered  that  his  expressionof  fatigue  could  not  be 
equated  with  a request  to  stop  the  test. 

The  appellate  court  said  that  the  jury  could  have  been 
misled  into  thinking  that  it  could  not  find  that  the  patient’s 
statement  was  a request  to  stop  the  test.  In  fact,  the  court 
meant  that  the  patient’s  statement  was  not  a request  to  stop  as 
a matter  of  law,  but  that  the  jury  could  decide  that  it  was  a 
request  to  stop  as  a matter  of  fact. 

The  appellate  court  also  said  that  on  remand  medical 
treatises  would  be  admissible  if  they  were  properly  offered 
under  the  rules  of  evidence.  — Tart  v.  McGann,  697  F.2d  75 
(C.A.2,  N.Y.,  Dec.  29,  1982). 
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Médico-Lega/  Decisions 


PATIENT  SUES  GYNECOLOGIST  FOR  NEGLIGENCE 
IN  CARE  OF  SILICONE  BREAST  IMPLANTS 

A patient’s  allegations  of  fraud  against  a physician  who 
performed  reconstructive  breast  surgery  tolled  the  statute  of 
limitations,  a Georgia  appellate  court  ruled. 

In  February  1974,  the  physician,  an  obstetrician/ 
gynecologist,  surgically  removed  two  previously  implanted 
mammary  prostheses  and  inserted  two  silicone-filled  implants, 
allegedly  too  small  for  the  patient’s  breast  structure.  The 
patient  was  dissatisfied  with  the  deformed  and  convoluted 
appearance  of  her  breasts  and  returned  to  the  physician.  He 
injected  a saline  solution  into  the  implants  in  June  and 
November  1974  and  August  1976,  in  an  effort  to  enlarge  them 
and  correct  their  appearance.  The  patient  claimed  that  when 
she  asked  the  physician  about  the  possibility  of  leakage,  he 
informed  her  that  the  implants  were  self-sealing. 

On  August  1980,  the  patient  saw  another  physician 
because  of  chest  pains  and  breast  shrinkage  since  late  1979. 
She  learned  that  the  implants  had  been  leaking  silicone  into 
her  chest  area  and  underwent  corrective  surgery  in  August 
1980  and  May  1981. 

In  June  1981,  the  patient  filed  an  action  for  malpractice. 
The  trial  court  denied  the  physician’s  motion  for  summary 
judgment  based  on  the  statute  of  limitations,  and  the  appellate 
court  granted  a discretionary  appeal  on  the  issue. 

Although  the  patient  received  the  last  injection  more  than 
two  years  before  she  filed  suit,  she  contended  that,  because  of 
fraud  by  the  physician,  the  time  of  discovery  was  August  1980, 
when  she  went  to  another  physician,  and  that  her  action  filed 
less  than  a year  later,  was  not  barred  by  the  statute  of 
limitations. 

The  physician  contended  that  there  must  be  actual  fraud 
involving  intentional  deception  and  moral  turpitude  in  order 
to  toll  the  statute  of  limitations.  However,  the  court  said  that 
the  existence  of  a confidential  relationship  between  the  parties 
lessened  or  negated  the  necessity  of  showing  actual  fraud. 

The  patient  alleged  that  the  physician  wrongfully  held 
himself  out  to  be  a licensed  qualified  plastic  surgeon  and  that 
such  conduct  amounted  to  a failure  to  disclose  and  fraudulent 
misrepresentation.  She  also  alleged  fraud  in  that  he  failed  to 
disclose  the  possibility  of  puncture  and  leakage  caused  by 
injections  into  the  implants,  assuring  her  that  no  leak  would 
occur. 

The  court  found  that  the  patient’s  right  to  rely  on  the 
physician’s  assurance  as  to  the  lack  of  danger  from  the 
injections,  along  with  the  repeated  injections  and  the 
discovery  of  leakage  in  1980  raised  an  issue  of  fraud  sufficient 
to  withstand  the  motion  for  summary  judgment.  Finding  that 
questions  were  raised  for  jury  determination,  the  court 
affirmed  the  trial  court’s  judgment.  — Sutlive  v.  Hackney,  297 
S.E.2d  515  (Ga.  Ct.  of  App.,  Nov.  23,  1982). 


DISSATISFIED  STUDENTS  SUE 
FOREIGN  MEDICAL  SCHOOL 


A trial  court  should  not  have  granted  summary  judgment 
against  a foreign  medical  school  in  an  action  against  it  by  two 
dissatisfied  students,  an  Ohio  appellate  court  ruled. 


The  students  sued  the  medical  school  for  breach  of 
contract  and  for  fraud.  The  two  dissatisfied  students  withdrew 
from  the  newly  organized  medical  school  after  six  weeks.  They 
claimed  that  the  brochure  sent  to  them  prior  to  enrollment 
contained  false  and  fraudulent  representations  about  the 
medical  school.  They  asked  for  a refund  of  fees  and  tuition 
and  out-of-pocket  expenses. 

A trial  court  granted  summary  judgment  for  the  students 
on  the  breach  of  contract  claim,  but  the  appellate  court 
reversed.  There  were  substantial  issues  of  fact  that  could  not 
be  resolved  on  a summary  judgment  motion,  the  court  said. 
The  issues  unresolved  were  whether  the  representations  in  the 
brochure  were  false,  whether  the  students  were  deceived  by  the 
inaccurate  representations,  and  whether  the  misrepresentations 
were  material  to  the  students’  expenditure  of  funds,  the  court 
said. 

The  alleged  fraudulent  representations  were  that  the 
school  was  being  formed  by  a group  of  American  scholars, 
was  of  high  quality,  incorporated  the  most  advanced  medical 
technology  available,  was  listed  by  the  World  Health 
Organization,  had  a main  campus  on  a Caribbean  island, 
offered  clinical  training  in  the  U.S.,  was  part  of  a larger 
university,  and  offered  teaching  techniques  and  an  instruc- 
tional approach  equivalent  to  a U.S.  medical  school. 

The  case  was  remanded  for  further  proceedings.  — Spier  v. 
American  University  of  the  Caribbean,  443  N.E.2d  1021  (Ohio 
Ct.  of  App.,  Dec.  9,  1981). 


MOTHER  SUES  MD  AND  DRUG 
COMPANY  FOR  SON’S  INJURIES 


A trial  court  erred  in  finding  that  a mother  acted 
unreasonably  in  failing  to  investigate  the  cause  of  her  son's 
injuries  at  an  earlier  date,  a Pennsylvania  appellate  court 
ruled. 

The  son  was  born  after  a frank  breech  presentation,  and  he 
was  mentally  and  physically  retarded  from  birth.  At  the  age  of 
17  years,  he  remained  unable  to  walk  or  talk  and  had 
abnormal  reflexes,  muscle  tone,  and  posture. 

The  mother  was  given  two  doses  of  Demerol  during  the 
course  of  labor.  A cesarean  section  was  not  performed,  and 
forceps  were  used  during  the  delivery.  Within  24  hours  of  his 
birth,  the  mother  knew  that  her  son  was  not  normal.  Her 
pediatrician  informed  her  that  some  “damage”  could  have 
been  done  to  the  baby. 

The  mother  filed  suit  in  1979,  against  the  obstetrician  who 
delivered  the  baby  and  the  manufacturer  of  Demerol,  alleging 
negligence  in  connection  with  her  son’s  birth.  The  physician 
and  the  manufacturer  moved  for  summary  judgment, 
contending  that  the  suit  was  barred  by  the  two-year  statute  of 
limitations. 

The  mother  contended  that  the  statute  of  limitations  did 
not  begin  to  run  until  1977,  because  she  could  not  reasonably 
have  discovered  before  that  time  that  her  son’s  defects  might 
have  resulted  from  negligence.  At  a family  reunion  on  Labor 
Day  of  that  year,  she  learned  of  litigation  involving  another 
child  with  a condition  similar  to  that  of  her  son.  This 
information  caused  her  to  seek  legal  counsel. 

The  mother  contended  that  she  did  not  investigate  the 
possible  causes  of  her  son’s  defects  in  more  detail  because  an 
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impression  had  formed  in  her  mind  that  some  act  of  God  had 
occurred  to  cause  his  condition.  She  contended  that  her  failure 
to  bring  suit  at  an  earlier  date  was  excused  under  the  discovery 
rule.  The  trial  court  found  that  the  mother  had  not  acted  with 
reasonable  diligence  to  protect  her  and  her  son’s  interests, 
concluding  that  the  discovery  rule  did  not  apply.  Finding  that 
her  failure  to  make  further  investigation  was  unreasonable  as 
a matter  of  law,  the  court  granted  summary  judgment  to  the 
obstetrician  and  the  drug  manufacturer. 

On  appeal,  the  court  said  that  shile  the  mother  knew  of  her 
son’s  injuries  shortly  after  delivery  and  knew  of  the  cause  or 
causes,  it  was  not  clear  whether  she  knew  or  could  know  of  the 
causative  relationship  between  the  injury  and  the  allegedly 
negligent  conduct  before  1977.  Finding  that  a jury  could 
conceivably  conclude  that  her  failure  to  investigate  sooner  was 
reasonable,  the  court  vacated  the  summary  judgment  and  sent 
the  case  back  for  further  proceedings.  — Petri  v.  Smith,  453 
A. 2d  342  (Pa.  Super.  Ct.,  Oct.  22,  1982;  reargument  denied, 
Dec.  30,  1982). 


MICHIGAN  MALPRACTICE  ACT 
HELD  UNCONSTHUTIONAL 

The  Medical  Malpractice  Arbitration  Act  is  unconstitu- 
tional, a Michigan  appellate  court  ruled. 

A woman  was  admitted  to  a hospital  for  surgery  to  remove 
a pituitary  tumor.  Before  the  operation,  she  executed  an 
arbitration  agreement  with  the  hospital.  Although  the 
patient’s  chart  allegedly  indicated  that  she  was  allergic  to 
penicillin,  it  was  not  consulted  and  she  was  given  ampicillin 
intravenously.  Shortly  thereafter,  she  suffered  a cardiovascular 
collapse  and  went  into  a coma.  She  died  five  months  later 
without  regaining  consciousness. 

While  the  patient  was  comatose,  her  husband  sent  a letter 
to  the  hospital,  purportedly  revoking  the  arbitration  agree- 
ment. After  her  death,  he  was  appointed  administrator  of  her 
estate  and  commenced  a suit  against  the  hospital  alleging 
professional  negligence. 

The  hospital  moved  for  an  order  to  proceed  to  arbitration, 
asserting  that  the  husband’s  attempt  to  revoke  the  agreement 
was  not  effective  since  he  was  not  her  legal  representative. 
The  trial  court  granted  the  hospital’s  motion. 

On  appeal,  the  court  said  that  although  the  issue  of  the 
constitutionality  of  the  Act  was  not  raised,  the  court  found  it 
dispositive  of  the  appeal.  The  court  pointed  out  that  there 
had  been  a difference  of  opinion  reflected  in  appellate  court 
decisions  as  to  the  constitutionality  of  the  Act  and  that  the 
issue  was  currently  pending  before  the  Supreme  Court. 
However,  the  court  felt  that  an  opinion  finding  the  Act 
unconstitutional  represented  the  better  position  and  adopted 
that  view.  The  court  reversed  the  lower  court’s  decision  and 
sent  the  case  back  for  trial.  — Edwards  v.  St.  Mary’s  Hospital, 
327  N.W.2d  377  (Mich.  Ct.  of  App.,  Oct.  5,  1982). 

MICHIGAN  MALPRACTICE  ACT 
DENIES  DUE  PROCESS  RIGHT 


Failure  of  an  arbitration  agreement  to  advise  a patient  of 
the  statutorily  mandated  composition  of  an  arbitration  panel 


violated  her  due  process  rights,  a Michigan  appellate  court 
ruled. 

The  patient  was  admitted  to  a hospital  because  of 
preclampsia.  She  signed  two  medical  malpractice  arbitration 
agreements,  one  in  her  name  and  the  other  for  her  baby.  Four 
days  latershe  gave  birth  toa  babygirl.  Duringbirth,thechild 
suffered  a shoulder  and  arm  injury. 

The  mother  brought  an  action  for  malpractice  against  the 
hospital  and  the  clinic  that  had  her  admitted  there.  The  trial 
court  dismissed  the  suit  and  entered  an  order  for  submission 
to  arbitration. 

On  appeal,  the  patient  contended  that  her  due  process 
rights  were  violated  because  one  member  of  the  arbitration 
panel  must  be  a physician  or  hospital  administrator.  The 
court  said  that  the  requirement  that  a member  of  the  panel  be 
a physician  or  hospital  administrator  created  an  unconstitu- 
tionally high  risk  of  bias  against  the  patient.  The  court  also 
said  that  failure  to  advise  the  patient  of  this  requirement 
violated  her  due  process  rights.  The  court  pointed  out  the 
direct  pecuniary  interest  of  the  health  care  professional 
member  because  of  the  relationship  between  malpractice 
awards  and  insurance  premiums,  as  well  as  the  prevailing 
attitude  among  large  numbers  of  health  care  professionals 
toward  parties  bringing  suits.  Reversing  the  lower  court’s 
order,  the  court  sent  the  case  back  for  trial.  — McKinstry  v. 
Valley  Obstetrics-Gynecology  Clinic,  P.C.,  327  N.W.2d  507 
(Mich.  Ct.  of  App.,  Oct.  18,  1982). 
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LEGIONNAIRES’  DISEASE:  SEEK  AND  YE  SHALL 
FIND? 

Hospital  administrators  who  believe  their  institutions  are 
not  at  risk  for  outbreaks  of  Legionnaires’  disease  may  be 
dangerously  complacent,  according  to  Pennsylvania  physi- 
cians writing  in  the  Journal  of  the  American  Medical  Associa- 
tion. Cases  of  Legionnaires’  disease  are  there  to  be  found,  if 
only  hospitals  will  look  for  them. 

In  an  investigation  of  adult  pneumonias  occurring  in  a 
community  hospital,  Mercy  Hospital  of  Pittsburgh,  during  three 
nonconsecutive  months  in  1981,  Robert  R.  Muder,  MD,  and 
colleagues  found  14.3  percent  of  nosocomial  (hospital- 
acquired)  pneumonias  were  Legionella  pneumophila  infec- 
tions. The  hospital  had  no  previously  documented  cases  of  the 
disease.  In  a survey  of  the  institution’s  water  distribution 
system,  64  percent  of  sites  sampled  were  found  to  be  positive 
for  the  most  prevalent  causative  organism,  Legionella. 

Muder’s  team  compared  those  findings  with  data  from 
concurrent  clinical  and  environmental  studies  at  their  own 
institution,  Pittsburgh  Veterans  Administration  Medical  Cen- 
ter, where  Legionnaires’  disease  was  known  to  be  endemic. 
They  found  Legionella  organisms  implicated  in  47  percent  of 
all  nosocomial  pneumonias,  and  65  percent  of  sites  tested  in 
the  water  system  yielded  Legionella  pneumophila. 

The  incidence  of  nosocomial  Legionnaires’  disease  may  be 
even  greater  than  their  investigation  indicates,  Muder  says. 
Some  pneumonias  judged  at  first  to  be  community  acquired 
may  actually  be  nosocomial  infections  acquired  during  a pre- 
vious hospitalization  at  another  institution.  The  higher  inci- 
dence of  Legionella  infection  at  the  VA  hospital  could  be 
explained  by  its  generally  homogeneous  population:  male 
patients  of  advanced  age  with  a history  of  smoking,  known 
risk  factors  for  the  disease. 

Muder  suggests  that  nosocomial  Legionnaires’disease  may 
be  going  unrecognized  because  there  is  no  characteristic  clini- 
cal presentation  of  the  disease’s  signs  and  symptoms  and 
because  highly  specialized  diagnostic  services  are  not  yet 
widely  available.  In  studies  performed  before  the  recognition 
of  the  Legionellaceae  family  as  pathogens,  researchers  have 
reported  that  40  percent  or  more  of  pneumonias,  whether 
nosocomial  or  community  acquired,  could  not  be  assigned  a 
definite  microbiological  etiology.  According  to  Muder,  it  is 
likely  that  a substantial  number  of  these  pneumonias  with 
unknown  etiology  may  be  due  to  Legionellaceae,  yet  many 
institutions  still  lack  the  necessary  laboratory  tests  to  detect 


these  organisms.  The  tests  include  direct  fluorescent  antibody 
testing,  enzyme-linked  in  munosor  bent  assay,  and  culture  for 
isolation  of  Legionella  organisms. 

Every  attempt  should  be  made  to  discover  the  true  inci- 
dence of  Legionnaires’  disease  at  such  institutions,  Muder’s 
team  advises.  If  epidemiologic  studies  are  not  feasible,  they 
suggest  presuming  danger  and  initiating  eradication  measures. 

“Too  radical,”  writes  Paul  H.  Edelstein,  MD,  Veterans 
Administration  Medical  Center,  Los  Angeles,  in  an  accom- 
panying JAMA  editorial.  He  advises  placing  greater  emphasis 
on  physician  education  about  Legionnaires’  disease  in  an  effort 
to  detect  cases,  as  well  as  a limited  laboratory  screening  pro- 
gram focusing  on  patients  whose  immune  systems  are  suppres- 
sed. “We  need  to  avoid  pressures  to  modify  our  hospital 
environments  in  the  absence  of  well-documented  nosocomial 
cases  and  until  we  better  understand  the  pathogenesis  of  the 
disease,”  he  says. 


TOXIC  SHOCK  SYNDROME 
THREATENS  POST  OPERATIVE  PATIENTS 


Toxic  shock  syndrome  (TSS)  can  affect  men  as  well  as 
women,  causing  life-threatening  infections  after  surgery,  say 
U.S.  Navy  researchers  LCDR  Vicki  A.  Morrison,  MC,  and 
LCDR  Edward  C.  Oldfield  III,  MC. 

Although  there  have  been  previous  clinical  observations  of 
not  related  to  menstruation,  TSS,  the  naval  study  identifies  the 
first  death  in  such  a case.  The  patient,  a 45-year-old  man,  died 
of  TSS  six  days  after  elective  hernia  surgery.  TSS  previously 
has  been  primarily  associated  with  the  use  of  tampons  during 
menstruation. 

The  study,  which  appears  in  the  July  1983  Archives  of 
Surgery,  also  presented  the  first  case  of  recurring  TSS  that  was 
not  related  to  menstruation.  The  patient,  a 20-year-old 
woman  who  underwent  surgery  because  of  an  ectopic  preg- 
nancy, improved  with  antibiotic  therapy,  as  did  a 35-year-old 
woman  who  developed  TSS  after  undergoing  an  elective 
cholecystectomy. 

“As  demonstrated  by  these  three  cases  and  the  cases  pre- 
viously reported,  the  clinical  syndrome  of  toxic  shock  in  the 
postoperative  patient  is  identical  to  that  in  the  menstruating 
women,”  report  the  authors,  both  of  the  Naval  Medical  Cen- 
ter, Portsmouth,  Va. 

Researchers  postulate  that  toxic  shock  occurs  when 
staphylococcal  bacteria  enter  the  body  through  traumatized 
tissue  sites.  Whether  exposure  is  at  a surgical  wound  or 
through  the  use  of  tampons,  infected  patients  subsequently 
experience  fever,  muscle  soreness,  vomiting,  severe  watery 
diarrhea,  abdominal  pain,  sore  throat  and  skin  blanching.  If 
the  infection  is  allowed  to  progress  over  2 to  4 days,  organ 
dysfunction  may  occur,  leading  to  mental  confusion,  respira- 
tory distress  and  congestive  heart  failure. 

The  current  incidence  of  TSS  in  unrelated  to  menstruation 
incidents  is  substantial,  accounting  for  15  percent  of  all  cases 
reported,  according  to  the  Centers  for  Disease  Control.  Such 
cases  accounted  for  only  2 percent  of  all  TSS  cases  in  1980. 

“Toxic  shock  syndrome  represents  a potential  complica- 


437 


Bol.  Asoc.  Med  P.  Rico  - Septiembre  1983 


AMA  News 


tion  in  the  postoperative  setting  that  is  being  recognized  with 
increasing  frequency,”  the  researchers  conclude.  “It  can  trans- 
form a routine,  elective  surgical  procedure,  and  what  appears 
to  be  a simple  would  infection,  into  a life-threatening 
j[  situation.” 

DRUG  PREVENTS  RECURRING  EYE 
HEMORRHAGES  AFTER  INJURY 


Researchers  at  the  University  of  Illinois  Eye  and  Ear  Infir- 
mary, Chicago,  have  demonstrated  conclusively  the  safety  and 
efficacy  of  a heretofore  neglected  treatment  to  prevent  recu- 
rring hemorrhage  in  an  injured  eye. 

Their  report  in  the  July  1983  issue  of  Archives  of  Ophthal- 
mology, shows  that  aminocaproic  acid  administered  in  preci- 
sely calculated  doses  can  significantly  reduce  the  incidence  of 
secondary  hemorrhage  after  blunt  (nonperforating)  trauma  to 
the  eye.  The  drug,  a synthetic  amino  acid,  works  by  inhibiting 
dissolution  of  blood  clots  and  consequent  reopening  of  ruptu- 
red ocular  blood  vessels,  according  to  John  J.  McGetrick, 
M.D. 

In  a double-blind  study  extending  over  18  months,  28 
patients  received  100  milligrams  of  aminocaproic  acid  per 
kilogram  of  body  weight  orally  every  four  hours,  up  to  a 
maximum  dose  of  30  grams  per  day  for  five  days.  Twenty-one 
patients  received  an  oral  placebo  on  the  same  schedule. 

Within  six  days  after  the  start  of  therapy,  rebleeding  occu- 
rred in  the  affected  eyes  of  seven  (33.3  percent)  of  patients 
taking  the  placebo,  but  in  only  one  (3.6  percent)  of  the  patients 
receiving  aminocaproic  acid.  That  patient  bled  two  days  after 
therapy  was  discontinued  because  of  side  effects. 

Nausea  and/or  vomiting  occurred  in  21  percent  of  the 
patients,  but  McGetrick  cautions  against  discontinuing  the- 
rapy due  to  these  or  other  mild  adverse  reactions  because  of 
the  increased  risk  of  hemorrhage  when  therapy  is  ended  pre- 
maturely. he  recommends  using  antiemetics  or  decreasing  the 
dosage  of  aminocaproic  acid  before  halting  the  treatment. 

Aminocaproic  acid  therapy  to  prevent  secondary  hemorr- 
hages following  ocular  trauma  was  first  described  by  other 
investigators  in  1976  but  has  not  gained  widespread  accep- 
tance in  the  medical  community  despite  subsequent  reports  of 
its  efficacy.  With  the  University  of  Illinois  report,  writes  anot- 
her of  its  authors,  Morton  F.  Goldberg,  MD,  in  an  accompan- 
ying editorial,  “the  burden  of  proof  now  shifts  to  those  who 
claim  that  it  should  not  be  used  in  routine  management  of  this 
disease.” 


REPORT  GOOD  SHORT-TERM  RESULTS  IN 
FIRST  PROSPECTIVE  RADIAL  KERATOTOMY  STUDY 


A first  prospective  evaluation  of  radial  keratotomy  reports 
good  short-term  results  for  the  new  operative  procedure 
aimed  at  correcting  myopia. 

Radial  keratotomy  is  a surgical  procedure  in  which  a series 
of  incisions  is  made  in  the  cornea  from  the  outer  edge  toward 
the  center  in  spoke-like  fashion.  It  is  done  to  correct  an  error 
of  refraction  that  causes  rays  of  light  entering  the  eye  to  be 
brought  to  a focus  in  front  of  instead  of  on  the  retina. 


“Although  the  predictability  of  radial  keratotomy  is  con- 
troversial, this  study  has  shown  that  radial  keratotomy  can  be 
effective  for  reducing  myopia  over  a range  of  approximately 
10  diopters”  report  Petter  N.  Arrowsmith,  MD,  of  Nashville’s 
Parkside  Surgery  Center,  and  colleagues  in  the  June  1983 
Archives  of  Ophthalmology. 

The  researchers  point  cut  that  ophthalmologists  have  been 
cautious  in  judging  the  safety  and  efficacy  of  radial  kerato- 
tomy since  its  introduction  in  the  United  States  in  1978.  Opi- 
nions about  the  procedure  have  ranged  from  mild  endorse- 
ment to  confidence  about  its  effectiveness  in  reducing  myopia 
and  in  its  predictability. 

“We  report  the  results  of  one  carefully  performed  and 
monitored  prospective  evaluation  of  radial  keratotomy,”  the 
researchers  say.  “The  emphasis  of  this  report  is  on  short-term 
efficacy  and  safety.” 

The  study  was  conducted  consecutively  on  156  eyes  of  101 
patients.  Before  surgery,  mean  spherical  equivalent  was  85.0 
diopters  and  uncorrected  distance  acuity  was  20/20  in  43 
percent  and  20/40  or  better  in  73  percent  of  the  eyes,  and  the 
mean  change  in  spherical  equivalent  was  +4.8  diopters. 

“Visual  acuity  and  refractive  results  were  best  for  eyes  in 
which  preoperative  myopia  was  less  than  3.0  diopters,”  the 
researchers  say.  “In  these  eyes,  92  percent  achieved  20/40  or 
better  uncorrected  distance  acuity  six  months  after  surgery 
and  61  percent  had  20/20  acuity  or  better”. 

They  add  that  complications  must  be  weighed  against  the 
benefits  of  radial  keratotomy.  “Although  other  studies  have 
claimed  alarming  postoperative  complications,  no  such  com- 
plications occurred  in  this  study.  Two  previously  reported 
adverse  effects,  glare  and  fluctuating  vision,  were  noted.  In 
general,  these  adverse  effects  appeared  to  lessen  with  time  and 
to  be  well  tolerated  even  when  persistent.” 

“The  procedure  appeared  safe  short-term  and  no  evidence 
has  appeared  that  suggests  a long-term  threat  to  vision  or  the 
integrity  of  the  cornea  or  the  eye,”  the  researchers  say. 
Ongoing  evaluation  is  being  conducted  to  determine  long- 
term safety  and  efficacy,  they  add. 


CATARACTS  AMONG  THE  ELDERLY  MAY 
SIGNAL  SYSTEMIC  DISEASE 


A study  of  mortality  among  elderly  patients  undergoing 
cataract  extraction  shows  they  had  twice  the  mortality  of  other 
surgical  patients  at  the  same  hospital,  say  Robert  P.  Hirsch, 
PhD,  and  colleagues  from  Tufts  University  School  of  Medi- 
cine. Writing  in  the  July  1983  Archives  of  Ophthalmology, 
they  say,  “Our  results  support  the  concept  that  senile  cataracts 
reflect  systemic  phenomena  rather  than  only  local  ocular 
disease.” 


STUDY  FINDS  IMPORTANT  MISCONCEPTIONS 
ABOUT  ACNE 


A questionnaire  prepared  for  dermatologic  patients  by 
James  E.  Rasmussen,  MD,  and  colleagues  from  the  University 
of  Michigan  Medical  School  indicates  substantial  mis- 
understanding about  the  cause,  treatment  and  prognosis  of 
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acne.  Writing  in  the  July  1983  Archives  of  Dermatology,  the 
researchers  say  substantial  numbers  of  the  178  surveyed 
patients  mistakenly  thought  that  chocolate  was  a major  cause 
of  acne,  that  soap  and  water  provided  the  best  treatment,  and 
that  the  condition  would  clear  spontaneously  by  the  age  of  20. 


PHYSICIANS  DISCUSS  WHERE  ‘CRABS’ 
COME  FROM  AND  WHERE  THEY  GO 


Infestations  of  Phthirus  pubis,  lice  commonly  called 
“crabs”,  in  the  eyelashes  are  discussed  in  the  July  1 Letters 
section  of  the  Journal  of  the  American  Medical  Association. 

One  researcher  attributes  infestations  of  the  eyelashes  to 
the  era  of  sexual  freedom  and  says  their  presence  in  adults  is 
not  surprising.  However,  such  infestations  of  the  eyelashes  of 
children  are  “uncommon.” 

Not  so,  says  J.  O’D.  Alexander,  FRCP,  of  Glasgow, 
Scotland.  “As  a dermatologist,  I have  always  regarded  such 
infestations  as  occurring  almost  exclusively  in  children.” 

Alexander  explains  that  P.  pubis  usually  are  found  in  the 
pubic  hair  of  adults  because  of  the  density  and  warmth  of  the 
hair  environment  there.  “The  more  adventurous  but  rare 
specimen  may  reach  the  wrist  or  ankle  but  is  always  attached 
to  hairs.  Children,  however,  have  no  pubic  or  axillary  hair  and 
usually  have  little  terminal  hair  of  any  sort  on  the  skin  except 
on  the  scalp.” 

“Public  lice  are  rarely  if  ever  found  on  the  scalp,  possibly 
because  it  is  too  cold...  Everyone  has  eyelashes,  however,  and 
it  is  to  these  structures  that  the  P.  pubis  goes  in  children.” 

Alexander  recalls  one  case  in  shich  an  older  brother  on 
leave  from  the  military  service  shared  a bed  with  a younger 
brother,  leaving  as  legacy  a P.  pubis  infestation  of  the 
eyelashes. 

Melvin  H.  Kirscher,  MD,  MPH,  of  Van  Nuys,  Calif., 
author  of  the  observation  that  prompted  the  letter  (JAMA, 
1982,  248:428),  responds,  “When  I wrote  my  original  letter 
regarding  P.  pubis  of  the  eyelashes  last  year,  it  was  not  my 
purpose  to  get  involved  in  a discussion  of  age  and  sex 
distribution. 

“Rather  it  was  to  alert  the  physician  to  the  fact  that  an 
unresponsive  ‘blepharitis’  or  ‘conjunctivitis’  could  prove  to  be 
P.  pubis  infestation  of  the  eyelashes  when  examined  with  a 
magnifying  lens.” 

He  adds  that  his  juvenile  case  was  apparently  transmitted 
from  the  infested  beard  of  an  uncle  who  spent  the  day  with  the 
child,  and  reports  another  researcher’s  observation  that  “the 
predilection  of  the  ‘crabs’  for  pubic  hairs  is  probably  related  to 
hair  density...  the  space  matches  the  hind  leg  span  of  the  pubic 
louse  which  moves  by  the  four  hind  legs  clinging  to  two  hairs.” 


IUD  USERS  MORE  AT  RISK  FOR 
PELVIC  INFLAMMATORY  DISEASE 

A group  of  Boston  researchers  has  found  evidence 
confirming  that  women  who  use  intrauterine  contraceptive 
devices  (IUDs)  are  at  greater  risk  for  developing  pelvic 
inflammatory  disease,  according  to  a report  in  an  August  1983 
issue  of  JAMA. 


Pelvic  inflammatory  disease,  which  usually  results  from 
sexually  transmitted  infections,  accounts  for  30  to  40  percent 
of  infertility  and  about  half  of  all  ectopic  pregnancies. 

David  W.  Kaufman,  MS,  and  colleagues  at  Boston 
University  Medical  School  studied  460  premenopausal  women 
using  some  form  of  contraception  and  found  that  current  IUD 
users  were  nine  times  more  likely  to  contract  pelvic  inflam- 
matory disease  than  were  users  of  other  contraceptives.  The 
highest  risk  was  associated  with  the  controversial  Daikon 
Shield,  which  was  taken  off  the  market  in  1974  because  users 
who  became  pregnant  while  the  device  was  in  place  were  at 
increased  risk  for  septic  spontaneous  abortion.  A significantly 
lower  risk  was  associated  with  copper-containing  IUDs. 

The  multistranded  tail  of  the  Daikon  Shield  may  serve  as  a 
wick  which  draws  bacteria  into  the  uterus,  says  Peter  M. 
Layde,  MD,  from  the  Centers  for  Disease  Control,  Atlanta,  in 
an  accompanying  editorial.  Women  who  still  use  the  Daikon 
Shield  should  have  the  device  removed  by  their  physicians,  he 
advises. 

The  mere  insertion  of  an  IUD  may  foster  bacterial  growth 
by  serving  as  a conduit  for  outside  organisms,  according  to 
Layde.  “Some  reports  suggest  that  the  risk  of  IUD-associated 
pelvic  inflammatory  disease  may  be  greatest  shortly  after  IUD 
insertion.  For  most  IUDs,  therefore,  routine  replacement  at 
regular  intervals  may  not  be  warranted,  since  the  relatively 
low  risk  of  pelvic  inflammatory  disease  in  long-term  IUD 
users  would  be  replaced  by  a higher  risk  after  reinsertion. 

IUD  usage  is  more  likely  to  result  in  pelvic  inflammatory 
disease  than  if  no  contraception  is  used,  Layde  says.  Barrier 
contraception  techniques,  such  as  condoms  and  diaphragms, 
are  most  effective  in  guarding  against  pelvic  inflammatory 
disease,  he  adds. 


STUDY  SUPPORTS  SAFETY  OF 
LONG-ACTING  INJECTABLE  CONTRACEPTIVE 


Medroxyprogesterone  acetate,  the  long-acting  injectable 
contraceptive  better  known  by  its  trade  name,  Depo-Provera, 
has  not  been  found  to  be  harmful,  according  to  reports  in  a 
June  1983  issue  of  JAMA. 

After  granting  approval  in  1973  for  use  in  the  United 
States,  the  Food  and  Drug  Administration  reversed  its 
decision  in  1978,  noting  increased  incidence  of  mammary 
cancers  in  animals  and  menstrual  irregularities  in  women 
exposed  to  the  drug,  which  is  used  by  approximately  1.5  million 
women  worldwide. 

At  the  end  of  a 13-year  study  involving  5,000  women, 
however,  researchers  at  the  Centers  for  Disease  Control, 
Atlanta,  conclude  that  no  dose-response  association  exists 
between  the  contraceptive  injections  and  human  breast, 
uterine  or  ovarian  cancer.  “Thus  far,  the  only  evidence 
suggesting  carcinogenic  potential  of  medroxyprogesterone 
injections  has  come  from  animal  studies,”  say  Arthur  P.  Liang 
and  colleagues.  Those  Findings  are  controversial,  they  add, 
because  the  animals  used  may  not  accurately  simulate  human 
female  physiology. 

In  a related  article  in  the  current  JAMA,  Columbia 
University  researchers  assert  that  the  FDA’s  disapproval  of 
the  drug  “goes  against  the  advice  of  the  FDA’s  own  scientific 
advisory  panels,  as  well  as  the  rulings  by  the  World  Health 
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Organization  (WHO)  and  the  drug  regulation  institutions  of 
more  than  70  developed  and  developing  countries.”  There 
appear  to  be  no  absolute  contraindications  to  medroxy- 
progeterone  acetate  use,  other  than  pregnancy,  say  Allan 
Rosenfield,  MD,  and  associates. 

The  physicians  encourage  approval  of  the  drug  as  long  as 
there  is  continued  evaluation  of  its  side  effects,  including  a 
reported  increase  in  congenital  defects,  possible  masculiniza- 
tion  of  female  fetuses,  and  delayed  return  of  fertility. 


WHITE  BLOOD  CELL  FRAGMENT 
MAY  BE  NEW  CELL  TYPE 

Somewhat  in  the  manner  of  physicists,  hematologists 
always  are  on  the  trail  of  new  particles.  A team  from  Chapel 
Hill,  N.C.,  recently  uncovered  a new  white  blood  cell  fragment 
that  may  be  a full-fledged  cell  that  plays  an  important  role  in 
the  immune  response,  according  to  a report  by  Beverly  Merz 
in  an  interview  with  researchers  in  the  medical  news  section  in 
one  of  the  June’s  issues  of  JAMA. 

The  investigators,  Jacob  S.  Hanker,  PhD,  and  Beverly 
Giammara,  MS,  from  the  University  of  North  Carolina, 
Chapel  Hill,  say  that  neutrophil  pseudoplatelets  appear  to  be 
formed  by  “budding”  from  neutrophils-larger  white  blood 
cells  that  seek  out  and  destroy  bacteria  and  other  foreign 
particles. 

The  neutrophil  pseudoplatelet,  so  named  because  it  acts 
like  a neutrophil  and  looks  like  a blood  platelet,  can  confuse 
automated  blood  analyzers  into  reporting  a falsely  high 
platelet  count.  In  patients  with  acute  myelogenous  leukemia, 
who  often  have  more  neutrophil  pseudoplatelets  than  platelets 
after  a severe  infection,  this  confusion  can  prevent  diagnosis  of 
a bleeding  problem,  say  Hanker  and  Giamarra.  For  these 
patients,  chemical  tests  differentiating  between  platelets  and 
neutrophil  pseudoplatelets  can  provide  a more  accurate 
representation  of  blood  status. 

Hank  and  Giammara  think  the  small  neutrophil  pseudo- 
platelet may  be  able  to  inifltrate  tissues  that  are  inaccessible  to 
the  larger  neutrophil.  The  particles  may  serve  as  messengers  to 
the  immune  system,  gathering  and  processing  information  on 
bacterial  antigens. 

The  neutrophil  pseudoplatelet  also  may  be  involved  in 
destroying  tumor  cells,  the  investigators  speculate. 

Formation  of  neutrophil  pseudoplatelets  may  be  the  end 
stage  of  neutrophil  development,  say  Hanker  and  Giammara. 
They  expect  future  research  to  determine  that  these  particles 
are,  in  fact,  full-fledged  cells. 

LOW  SALT  DIET  LEADS 
TO  LOWER  BLOOD  PRESSURE 


The  first  experimental  evidence  in  humans  that  a lower  salt 
diet  leads  to  lower  blood  pressure  is  presented  in  a July  1983 
issue  of  JAMA. 

Reporting  on  a study  involving  476  newborn  infants, 
Albert  Hofman,  PhD,  and  colleagues  from  Erasmus  University 
Medical  School,  Rotterdam,  the  Netherlands,  say  that  systolic 
pressure  was  2.1  mm  Hg  lower  in  the  low-sodium  group  than 
in  the  normal-sodium  group  six  months  after  birth. 


“The  main  finding  in  this  study  is  that  sodium  intake  is 
associated  with  systolic  BP  early  in  life,”  the  researchers  say. 
“The  difference  between  the  two  study  groups,  albeit  small, 
increased  with  months  of  life,  thereby  suggesting  a dose- 
response  relation.” 

Commenting  on  the  finding  in  a related  editorial,  Julie  R. 
Ingelfinger,  M.D.,  of  Harvard  Medical  School  says,  “Despite 
a large  body  of  data  linking  high  sodium  intake  to 
hypertension,  little  direct  information  about  the  effects  of 
sodium  in  infant  foods  has  been  available.  Finally,  Hofman 
and  colleagues  have  shown  in  a randomized  trial  that  231 
normal  infants  fed  a low-salt  diet  have  statistically  lower 
systolic  blood  pressures  at  the  end  of  six  months  than  do  245 
normal  control  infants. 

“American  baby  food  manufacturers  will  likely  be  pleased 
that  they  have  already  followed  the  voluntary  guidelines  of  the 
Food  and  Drug  Administration  and  removed  extra  salt  from 
their  products,”  Ingelfinger  adds. 

Subjects  for  the  study  were  drawn  from  a homogenous 
population  in  a residential  area  near  The  Hague.  Participants 
received  formula  milk  and  solid  foods  fora  six-month  period. 
The  normal-sodium  formula  contained  an  amount  of  sodium 
similar  to  that  of  regular  Dutch  formula  milks.  The  low- 
sodium  formula  was  similar  to  that  of  human  milk  and  was 
three  times  lower  than  the  regular  formula.  Salt  ratios  for  solid 
foods  were  similar. 

The  findings  support  the  view  that  sodium  intake  is 
causally  related  to  the  level  of  blood  pressure,  the  authors  say. 
“Moderation  of  sodium  intake,  starting  early  in  life,  might 
perhaps  contribute  to  prevention  of  high  BP  and  of  rise  of  BP 
with  age,”  they  add. 

Ingelfinger  suggest  that  low  salt  intake  appears  to  be  in 
accord  with  Mother  Nature.  “It  has  been  shown  that  the 
sodium  content  of  human  breast  milk  decreases  after 
parturition,”  she  says.  “Breast  feeding  as  well  as  supplemented 
normal  or  low-sodium  formula  was  used  in  the  study  by 
Hofman  and  co-workers.  The  results  hint  that  normal-term 
infants  need  little  sodium  for  health  and  that  the  absence  of 
added  salt  may  promote  lower  blood  pressure.” 

CHELATION  THERAPY  NOT  EFFECTIVE  FOR 
ATHEROSCLEROSIS 


Chelation  therapy  with  edetic  acid  or  its  sodium  salt  is  not 
an  established  treatment  for  atherosclerotic  vascular  disease, 
according  to  an  evaluation  by  the  Diagnostic  and  Therapeutic 
Technology  Assessment  (DATTA)  service  of  the  American 
Medical  Association. 

The  DATTA  program  was  inaugurated  last  year  to 
formalize  a long-standing  AMA  interest  in  the  assessment  of 
new  medical  knowledge  and  technologies,  says  Richard  J. 
Jones,  MD,  acting  program  director.  He  points  out  that  the 
program  relies  on  a roster  of  483  physicians,  from  which 
panels  of  at  least  20  specialists  are  assigned  to  any  give 
question.  “Responses  are  based  on  a consensus  of  the 
panelists,”  he  says. 

Chelation  therapy  has  become  a somewhat  popular 
treatment  for  atherosclerotic  vascular  disease  and  other 
disorders.  The  thesis  is  that  repeated  intravenous  infusions  of 
the  chelating  agent  edetate  disodium,  is  of  benefit  to  patients 
with  coronary  artery  disease.  The  DATTA  report  in  an 
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August  issue  of  JAMA  says  the  thesis  “has  not  been 
established  in  any  well-designed,  controlled  trial.  The  report 
also  notes  that  the  Department  of  Health  and  Human  Services 
and  other  agencies  question  the  rationale  and  safety  of  the 
procedure. 

BYPASS  SURGERY  HEALS 
MORE  THAN  HEARTS 

Patients  whose  physical  symptoms  are  relieved  by  coronary 
artery  bypass  graft  surgery  also  report  a significant  improve- 
ment in  their  quality  of  life,  according  to  an  article  in  the 
August  12  issue  of  JAMA. 

A majority  of  bypass  patients  surveyed  at  four  hospitals  in 
Boston  and  New  York  indicated  that  they  were  able  to  resume 
normal  employment  and  social  activities  within  six  months 
after  surgery. 

Led  by  C.  David  Jankins,  PhD,  from  the  University  of 
Texas  Medical  Branch,  Galveston,  a team  of  researchers 
interviewed  318  patients  before  surgery  and  after  a six-month 
follow-up  period.  The  patients  ranged  in  age  from  32  to  69 
years.  Seventy  percent  of  the  patients  were  more  than  50,  and 
84  percent  were  men. 

Anginal  pain  was  completely  relieved  for  69  to  85  percent 
of  patients  who  reported  pain  before  surgery.  Patients  who 
had  experiened  pain  during  physical  exertion  obtained  relief 
less  frequently  than  those  pain  had  occurred  after  a heavy 
meal,  while  resting  or  during  emotional  upsets. 

Half  of  the  patients  who  had  complained  of  shortness  of 
breath  before  surgery  reported  complete  relief,  and  many  of 
the  patients  reported  fewer  problems  with  night  waking, 
getting  to  sleep,  and  waking  up  feeling  tired. 

During  the  6-month  post-operative  follow-up  period,  the 
proportion  of  patients  who  had  been  unable  to  carry  out  usual 
activities  for  25  or  more  days  dropped  from  37  percent  to  3 
percent.  Of  197  patients  who  had  worked  before  surgery,  75 
percent  were  still  employed  six  months  after  surgery,  and  86 
percent  of  these  worked  35  or  more  hours  per  week.  Of  the  89 
patients  who  had  not  worked  in  the  year  before  surgery,  20 
percent  reentered  the  work  force  during  the  postoperative 
period. 

Patients  reported  a significant  decrease  in  anxiety  and 
depression  following  surgery  as  well  as  a marked  improvement 
in  feelings  of  “well-being”.  More  than  40  percent  of  patients 
increased  their  social  activities  following  surgery. 

While  most  incomes  did  not  change  significantly,  some 
declines  occurred  in  families  that  already  had  lower  levels  of 
income.  “Agencies  concerned  with  health  policy  need  to  pay 
greater  attention  to  the  issues  of  economic  sequelae  or  surgery, 
not  because  they  happen  so  often,  but  because  of  their  severe 
impact  on  those  few  families  that  are  gravely  affected,” 
Jenkins  warns. 


percent,  a strikingly  low  percentage  of  morbidity  for  gastric 
tube-fed  patients. 

Called  “percutaneous  endoscopic  gastrostomy,”  the 
method  was  developed  in  1979  by  Jeffrey  L.  Ponsky,  MD,  and 
colleagues  Michael  W.L.  Gauderer,  MD,  and  Thomas  A. 
Stellato,  MD,  from  Case  Western  Reserve  University  School  of 
Medicine.  The  procedure  involves  passing  a feeding  catheter 
through  a gastrocope  down  the  mouth  and  esopahgus  into  the 
stomach  and  out  the  stomach  and  abdominal  walls. 

The  usual  gastrostomic  method  for  tube-feeding  patients 
involves  a surgical  incision  through  the  abdominal  wall  into 
the  stomach.  Complications  resulting  from  the  standard 
procedure  include  leakage  around  the  catheter,  gastric  outlet 
obstruction,  hemorrhage  and  infection. 

“We  have  encountered  no  instances  of  gastric  outlet 
obstruction  secondary  to  catheter  migration,  no  hemorrhage 
and  no  leakage  around  the  catheter,”  say  the  physicians, 
writing  in  the  August  1983  Archives  of  Surgery.  “Our 
experience  with  children  has  been  most  gratifying,  since  a 
gastrocolic  fistula  was  the  only  major  complication.  This 
compares  favorably  with  others’  experience  using  standard 
gastrostomy.” 

Another  major  advantage  of  the  procedure  comes  from 
avoidance  of  general  anesthesia,  with  its  attendant  risks.  The 
researchers  were  able  to  place  the  gastric  tube  using  a 
combination  of  local  and  topical  spray  anesthesia  in  the 
majority  of  cases. 

Commenting  on  the  procedure  editorially,  Lloyd  M. 
Nyhus,  MD,  of  Chicago,  says,  “the  highly  original  method 
presented  by  Ponsky  and  colleagues  appears  to  have  wide 
applicability  for  patients  at  poor  risk,  who  frequently  need  a 
gastrostomy...  Lack  of  infection  in  the  most  recent  patients, 
lack  of  pericatheter  leak,  and,  most  important  of  all,  lack  of 
any  deaths  in  this  poor-risk  group  is  impressive.” 


RESEARCHERS  DESCRIBE  NEW  METHOD  FOR 
FEEDING  PATIENTS  UNABLE  TO  SMALLOW 

A new  method  for  feeding  patients  who  are  unable  to 
swallow  has  been  developed  by  three  Cleveland-based 
surgeons.  Reporting  on  use  of  the  method  for  1 50  patients,  the 
researchers  say  that  complications  were  held  to  only  10 
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•Rapid  onset  of  sleep.1 

•More  total  sleep  time  on  the  first 
3 nights  of  therapy.1 

•More  total  sleep  time  on  nights 
12  to  14  of  therapy.1 

•Continued  efficacy  for  at  least  28  nights . 

•Seldom  produces  morning  hangover.' 

•Avoids  rebound  insomnia  when 
therapy  is  discontinued.1^ 
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Este  número  del  Boletín  que  ha  sido  elaborado  con  par- 
ticular interés  se  le  dedica  al  Hospital  Pediátrico 
Universitario  (HPU).  La  Junta  Editora  del  Boletín  de  la 
Asociación  Médica  de  Puerto  Rico  ha  unido  esfuerzos  con  la 
facultad  médica  del  HPU  para  que  la  labor  científica  de  dicha 
institución  sea  publicada  en  nuestro  órgano  oficial. 

En  esta  edición  encontrará  el  lector  una  interesante  reseña 
sobre  la  cronología  de  eventos  que  conducen  a la  creación  del 
HPU  así  como  se  dán  a conocer  las  personas  responsables  de 
ello.  Le  siguen  varios  estudios  clínicos  de  gran  significado 
llevados  a cabo  por  los  especialistas  de  ese  centro  así  como  un 
Artículo  Especial  sobre  un  proyecto  de  adiestramiento  en 
Pediatría  Primaria  llevado  a cabo  en  un  Hospital  de  Area  de 
la  comunidad  con  la  consecuente  prestación  de  servicios 
médicos  de  calidad.  El  impacto  en  la  comunidad  así  como  el 
beneficio  en  la  salud  de  los  niños  atendidos  en  el  proyecto  ha 
sido  excelente.  Es  muy  posible  que  la  multiplicación  de  pro- 
gramas como  este  sea  una  alternativa  para  la  solución  en  gran 
medida  de  los  problemas  de  servicios  de  salud  del  país.  Le 
siguen  excelentes  presentaciones  de  casos  de  gran  trascenden- 
cia práctica. 

Coincide  la  circulación  de  la  revista  con  la  celebración  de 
una  serie  de  actividades  científicas  y culturales  con  motivo  de 
la  celebración  del  primer  aniversario  del  HPU  bajo  la  admi- 
nistración del  Recinto  de  Ciencias  Médicas  de  la  Universi- 
dad de  Puerto  Rico.  Los  logros  alcanzados  por  la  Facultad 
Médica  y la  Junta  de  Directores  merecen  nuestro  reconoci- 
miento y más  sincera  felicitación. 

El  “patrimonio  científico”  del  HPU  ha  sido  muy  valioso  y 
nos  sentimos  particularmente  honrados  de  que  el  Boletín  de 
la  Asociación  Médica  de  Puerto  Rico  sea  el  encargado  de  la 
divulgación  del  mismo.  Esperamos  que  la  calidad  de  este 
número  de  la  revista  sirva  de  motivación  a otros  profesiona- 
les de  la  medicina.  Con  ello  pretendemos  cumplir  con  otrode 
nuestros  objetivos:  motivar  para  divulgar  la  cultura  médica 
nacional. 


Rafael  Villavicencio,  M.D.,  F.A.C.C. 

Presidente,  Junta  Editora 

Boletín  Asociación  Médica  de  Puerto  Rico 
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NUESTRA  PORTADA: 

Foto  reciente  de  la  fachada  Norte  del  Hospital  Pediátrico  Universitario 
(HOPU)  Dr.  Antonio  Ortíz,  la  cual  terminó  de  construirse  en  1975,  en  los 
terrenos  del  Centro  Médico  de  Puerto  Rico  y fue  diseñado  por  el  Arquitecto 
Simón  Fracinetti.  El  HOPU  es  actualmente  administrado  y operado  por  el 
Recinto  de  Ciencias  Médicas  de  la  Universidad  de  Puerto  Rico. 
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* Bronchoselectivity  means  a preference  for  beta2  adrenergic 
receptors,  located  mainly  in  the  bronchial  tissue.  This  preference 
is  not  absolute. 
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Self-help  for  acute  attacks... relief  within 
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Relief  within  30  minutes2. ..low  incidence  of  tremor 
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SYRUP  10  mg/5  ml 

Especially  for  children. ..pleasant  cherry  flavor, 
virtually  no  sugar  or  alcohol,  no  tartrazine 
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Metered  Dose  Inhaler 
Syrup 

Inhalant  Solution 


Bronchodilator 

Please  see  following  page  for  brief  summary  of  the  prescribing 
information,  including  warnings,  precautions,  and  adverse  reactions. 


‘■‘When  administered  by  IPPB 

tin  repetitive-dosing  studies  with  Alupent  Tablets  and  Alupent 
MDI.  the  duration  of  their  effectiveness  tended  to  diminish  with 
time.  Present  studies  are  inadequate  to  explain  the  divergence 
in  duration  of  efficacy  between  single  and  repetitive  dosing 

References: 

1 Reilly,  EB  ef  al.  A comparison  of  the  onset  of  bronchodilator 
activity  of  metaproterenol  and  isoproterenol  aerosols  Curr  Ther 
Res  1974,  16  No.  8.  759-764 

2 Data  on  file  at  Boehrmger  Ingelheim  Ltd 
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(metaproterenol  sulfate)  Metered  Dose  Inhaler 

Bronchodilator  Pnh'alant  Solution 


Contraindications:  Use  in  patients  with  cardiac 
arrhythmias  associated  with  tachycardia  is 
contraindicated 

Warnings:  Excessive  use  of  adrenergic  aerosols  is 
potentially  dangerous  Fatalities  have  been  reported 
following  excessive  use  of  Alupent,  brand  of  meta- 
proterenol sulfate,  as  with  other  sympathomimetic 
inhalation  preparations,  and  the  exact  cause  is  un- 
known Cardiac  arrest  was  noted  in  several  cases 

Paradoxical  bronchoconstriction  with  repeated  ex- 
cessive administration  has  been  reported  with  other 
sympathomimetic  agents.  Therefore,  it  is  possible  that 
this  phenomenon  could  occur  with  Alupent,  brand  of 
metaproterenol  sulfate 

Patients  should  be  advised  to  contact  their  physician 
in  the  event  that  they  do  not  respond  to  their  usual 
dose  of  a sympathomimetic  amine  aerosol 

Precautions:  Because  Alupent,  brand  of  metapro- 
terenol sulfate,  is  a sympathomimetic  drug,  it  should 
be  used  with  great  caution  in  patients  with  hyperten- 
sion, coronary  artery  disease,  congestive  heart  failure, 
hyperthyroidism  or  diabetes,  or  when  there  is  sensi- 
tivity to  sympathomimetic  amines 

Information  for  Patients  Extreme  care  must  be  exer- 
cised with  respect  to  the  administration  of  additional 
sympathomimetic  agents  A sufficient  interval  of  time 
should  elapse  prior  to  administration  of  another  sym- 
pathomimetic agent 

Carcinogenesis:  Long-term  studies  in  mice  and  rats 
to  evaluate  the  oral  carcinogenic  potential  of  metapro- 
terenol sulfate  have  not  been  completed 

Pregnancy  Teratogenic  Effects  Pregnancy  Category 
C Alupent,  brand  of  metaproterenol  sulfate,  has  been 
shown  to  be  teratogenic  and  embryocidal  in  rabbits 
when  given  orally  in  doses  620  times  the  human  inha- 
lation dose  and  62  times  the  human  oral  dose,  the 
teratogenic  effects  included  skeletal  abnormalities 
and  hydrocephalus  with  bone  separation  Oral 
reproduction  studies  in  mice,  rats  and  rabbits  showed 
no  teratogenic  or  embryocidal  effect  at  50  mg  /kg  or 
310  times  the  human  inhalation  dose  anti  31  times  the 
human  oral  dose  There  are  no  adequate  and  well- 
controlled  studies  in  pregnant  women  Alupent,  brand 
of  metaproterenol  sulfate,  should  be  used  during 
pregnancy  only  if  the  potential  benefit  justifies  the 
potential  risk  to  the  fetus 


Nursing  Mothers  It  is  not  known  whether  this  drug  is 
excreted  in  human  milk  Because  many  drugs  are 
excreted  in  human  milk,  caution  should  be  exercised 
when  Alupent,  brand  of  metaproterenol  sulfate,  is 
administered  to  a nursing  woman 

Pediatric  Use.  Safety  and  effectiveness  of  Alupent 
Metered  Dose  Inhaler  and  Inhalant  Solution  in  children 
below  the  age  of  12  have  not  been  established  The 
safety  and  efficacy  of  Alupent  Tablets  in  children  below 
the  age  of  6 have  not  been  established 

Adverse  Reactions:  Adverse  reactions  are  similar  to 
those  noted  with  other  sympathomimetic  agents 

The  most  frequent  adverse  reactions  to  Alupent,  brand 
of  metaproterenol  sulfate,  are  nervousness,  tachy- 
cardia, tremor  and  nausea  Less  frequent  adverse 
reactions  are  hypertension,  palpitations,  vomiting  and 
bad  taste 

Overdosage:  The  symptoms  of  overdosage  are  those 
of  excessive  beta  adrenergic  stimulation  listed  under 
Adverse  Reactions.  These  reactions  usually  do 
not  require  treatment  other  than  reduction  of  dosage 
and/or  frequency  of  administration 

How  Supplied:  Round,  white,  scored  tablets  of  10  and 
20  mg  in  bottles  of  100  Metered  Dose  Inhaler  contain- 
ing 225  mg  of  metaproterenol  sulfate  (300  inhalations): 
15  mg  per  ml  (approximately  0 65  mg  delivered  with 
each  metered  dose)  Cherry-flavored  syrup,  10  mg  per 
teaspoonful  (5  ml),  in  16  oz  bottles  Inhalant  Solution 
5%  in  bottles  of  10  ml  with  accompanying  calibrated 
dropper 

Distributed  by  Boehringer  Ingelheim  Ltd  , Ridgefield, 
CT  06877 

Under  license  from  Boehringer  Ingelheim  International 
GmbH 

For  complete  details,  please  see  full  prescribing 
information 

Cm,  Boehringer 
MiSy  Ingelheim 

Boehringer  Ingelheim  Ltd 
Ridgefield,  CT 06877 


Servicios  y Educación 
en  Pediatría 
en  Puerto  Rico 

El  desarrollo  de  la  Pediatría  en  Puerto  Rico  ha  sido  verti- 
ginoso durante  las  últimas  tres  décadas.  A pesar  de  que 
la  Pediatría  comenzó  a practicarse  y enseñarse  algo  más  tarde 
que  otras  de  las  especialidades  principales  de  la  Medicina,  su 
rápido  progreso  la  ha  colocado  en  una  posición  muy  elevada. 
Esto  se  manifiesta  tanto  por  el  alto  número  de  buenos  pedia- 
tras en  la  práctica,  como  por  los  numerosos  programas  de 
adiestramiento  acreditados,  y por  los  excelentes  especialistas 
y subespecialistas  activos  en  la  educación  y en  la  investiga- 
ción en  el  país. 

El  progreso  de  la  especialidad  de  la  Pediatría  se  inició  en 
Puerto  Rico  poco  después  de  la  llegada  del  Dr.  Antonio  Ortiz 
a la  Isla,  luego  de  recibir  su  doctorado  en  Medicina  de  la 
Universidad  de  Harvard.  El  doctor  Ortiz  realizó  su  adiestra- 
miento en  el  Hospital  Presbiteriano  de  San  Juan  del  1931  al 
1935,  casi  por  sí  mismo.  Para  el  1950  el  doctor  Ortiz  ya  tenía 
organizado  un  Programa  de  Adiestramiento  en  Pediatría  en  el 
Hospital  Municipal  de  San  Juan,  entonces  ubicado  en  la 
Avenida  de  Diego  en  Santurce.  En  el  1951  la  Escuela  de  Medi- 
cina de  la  Universidad  de  Puerto  Rico  comenzó  a utilizar  dicho 
Hospital  como  su  principal  taller  de  enseñanza.  En  esa  ocasión 
el  doctor  Ortiz  fue  designado  Jefe  del  Departamento  de 
Pediatría  de  nuestra  Escuela  de  Medicina.  Desde  esa  época  el 
adiestramiento  formal  en  Pediatría  en  Puerto  Rico  ha  tenido 
un  crecimiento  continuo.  Al  presente  hay  residencias  debida- 
mente acreditadas  en  el  Hospital  Pediátrico  Universitario,  en 
el  Hospital  Municipal  de  San  Juan,  en  el  Hospital  de  Distrito 
de  Ponce,  en  el  Centro  Médico  de  Mayagüez,  y en  los  Hospi- 
tales Regionales  de  Caguas  y Bayamón.  Hay  un  total  de  153 
plazas  de  residentes,  incluyendo  53  a nivel  I de  adiestra- 
miento, y 1 1 de  residentes  en  subespecialidades  pediátricas  (a 
nivel  posgrado  4 y 5).  También  existe  un  Programa  de  Adies- 
tramiento en  Pediatría  Primaria,  cuyo  currículo  corre  para- 
lelo con  el  programa  tradicional  que  se  conduce  en  el 
Hospital  Pediátrico  Universitario.  Todos  estos  programas 
produjeron  alrededor  de  50  pediatras  bien  adiestrados  en  el 
último  año  académico  (1982-83). 

Al  presente  hay  un  total  de  583  pediatras  en  la  Isla, 
incluyendo  subespecialistas  pediátricos.  Todas  las  áreas  de  la 
Pediatría  están  debidamente  atendidas  en  Puerto  Rico  por 
especialistas  y subespecialistas  bien  adiestrados,  la  mayor 
parte  certificados  por  la  Junta  Americana  de  Pediatría 
(“American  Board  of  Pediatrics”). 


Hasta  hace  poco  no  contábamos  con  un  hospital  especia- 
lizado en  la  atención  de  los  niños  de  Puerto  Rico  y todos  los 
pacientes  pediátricos  recibían  tratamiento  en  uno  de  los 
departamentos  de  los  hospitales  generales  del  país.  Pero 
hace  siete  (7)  años  se  comenzó  a organizar  un  Hospital 
de  Niños  en  el  Centro  Médico  de  Puerto  Rico  el  cual  funcio- 
naba como  una  extensión  del  Hospital  Universitario  hasta  el 
año  pasado.  Dicho  Hospital  finalmente  se  convirtió  en  uno 
totalmente  autónomo,  conocido  como  el  Hospital  Pediátrico 
Universitario  (HOPU)  el  1ro.  de  julio  de  1982.  El  HOPU  es 
administrado  y operado  como  una  corporación  sin  fines  de 
lucro  adscrita  al  Recinto  de  Ciencias  Médicas  de  la  Universi- 
dad de  Puerto  Rico. 

El  HOPU  es  actualmente  el  único  Hospital  dedicado 
totalmente  al  cuidado  integral  y continuo  de  los  pacientes 
pediátricos  en  la  Isla.  Su  función  es  proveer  servicios  y ense- 
ñanza en  prácticamente  todas  las  disciplinas  relacionadas 
con  el  cuidado  médico  y el  mantenimiento  de  la  salud  en  los 
niños.  También  se  conducen  varios  programas  de  investiga- 
ción en  este  moderno  Hospital. 

El  HOPU  tiene  actualmente  164  camas,  incluyendo  ocho 
(8)  camas  de  cuido  intensivo  pediátrico  y 20  de  cuido  inten- 
sivo neonatal.  Tiene  una  unidad  de  cuidado  diurno  psiquiá- 
trico; y se  espera  que  el  número  de  camas  aumente  a 182  para 
el  próximo  año. 

Durante  el  primer  año  de  operación  del  HOPU  los  servi- 
cios médicos  se  expandieron  en  alrededor  de  10%  y se  añadie- 
ron varios  servicios  o unidades.  Durante  el  1982-83  este  hos- 
pital funcionó  con  un  presupuesto  de  $10,500,000. 

Al  HOPU  recientemente  se  le  ha  dado  el  nombre  de 
Hospital  Dr.  Antonio  Ortiz  en  reconocimiento  a este  insigne 
médico  puertorriqueño. 

Al  cumplir  su  primer  año  de  operación,  la  administración 
y facultad  del  HOPU  han  organizado  una  serie  de  actividades 
científicas,  educativas  y culturales  para  beneficio  de  todos  los 
pediatras  y de  los  profesionales  relacionados  con  la  salud  de 
los  niños  de  nuestra  comunidad.  Además  se  ha  instituido  una 
conferencia  y se  ha  colocado  una  tarja  en  memoria  del  Dr. 
Antonio  Ortiz,  el  primer  jefe  del  Departamento  de  Pediatría 
de  la  Escuela  de  Medicina  de  la  Universidad  de  Puerto  Rico,  y 
el  pionero  de  la  docencia  pediátrica  en  Puerto  Rico. 

Ciertamente,  la  trayectoria  recorrida  por  la  Pediatría  en 
Puerto  Rico  ha  sido  una  muy  exitosa,  lo  cual  ha  sido  induda- 
blemente un  factor  muy  importante  en  el  presente  estado  de 
salud  de  nuestra  población. 


Presidente  Interino  Junta  de  Directores 
Hospital  Pediátrico  Universitario 
Decano  Escuela  de  Medicina 
Universidad  de  Puerto  Rico 
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Today’s  answer  in 
hypertension  management. 


One-tablet-a-day  dosage 

The  starting  dose— one  50  mg  tablet  a day 
—becomes  the  long-term  maintenance  dose 
for  most  patients. 

Time-consuming  dosage  adjustments 
are  eliminated  and  optimal  patient  compliance 
is  virtually  assured. 

Development  of  therapeutic  tolerance  has 
not  been  reported  after  long-term  use. 


...and  cardioselectivity. 

A preferential  effect  on  cardiac  /3,  receptors 
rather  than  on  bronchial  or  peripheral  ¡52 
receptors  provides  an  added  margin  of  safety. 

For  a recent  investigational  study,  the 
beta  antagonist  selected  was  TENORMIN 
“because  of  its  cardioselectivity,  its  prolonged 
effectiveness  over  24  hours,  and  its  ‘flat’  dose- 
response  curve....”1 


-Cardioselectivity  denotes  a relative  preference  for  /S, 
receptors,  located  chiefly  in  cardiac  tissue. 

This  preference  Is  not  absolute. 


Beta  blocker  therapy  with  both 
one-tablet-a-day  dosage 
and  cardioselectivity. 


Tcnormin 

(arenolol) 


See  following  page  of  this 
advertisement  for  brief  summary 
of  prescribing  information. 


STUART  PHARMACEUTICALS 


Today's  answer  in  hypertension  management. 


TENORMIN*  (atenolol) 

A beta, -selective  blocking  agent  tor  hypertension. 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  of  hyperten- 
sion It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic. 

CONTRAINDICATIONS:  TENORMIN  is  contraindicated  in  sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  and  overt  cardiac  failure  (see  WARNINGS). 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
function  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  of  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure  In  hypertensive  patients 
who  have  congestive  heart  failure  controlled  by  digitalis  and  diuretics,  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction 

In  Patients  Without  a History  of  Cardiac  Failure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  time  can,  in  some  cases,  lead  to  cardiac  failure  At  the  first 
sign  or  symptom  of  impending  cardiac  failure,  patients  should  be  fully  digitalized  and/or  be  given  a 
diuretic  and  the  response  observed  closely  If  cardiac  failure  continues,  despite  adequate  digitaliza- 
tion and  diuretic,  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  of  therapy  with  cedam  beta-blocking  agents 
in  patients  with  coronary" artery  disease,  exacerbations  of  angina  pectoris  and.  in  some  cases, 
myocardial  infarction  have  been  reported  Therefore,  such  patients  should  be  cautioned  against 
interruption  ot  therapy  without  the  physician's  advice  Even  in  the  absence  of  oved  angina  pectoris, 
when  discontinuation  of  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  if  with- 
drawal symptoms  occur. 

Bronchospastlc  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  of  Its  relative  beta,  selectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastlc  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  treatment.  Since  beta,  selectivity  is 
not  absolute  the  lowest  possible  dose  of  TENORMIN  should  be  used,  with  therapy  initiated 
at  50  mg  and  a beta,-stimulating  agent  (bronchodllator)  made  available.  If  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  and  Major  Surgery:  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  this  case,  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia  If  treatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene 
TENORMIN,  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agents  (eg,  dobutamme  or  isopro- 
terenol with  caution— see  OVERDOSAGE)  Manifestations  of  excessive  vagal  tone  (eg,  profound 
bradycardia,  hypotension)  may  be  corrected  with  atropine  (1-2  mg  I V). 

Diabetes  and  Hypoglycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  if  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglyce- 
mia but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  and,  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  of  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg,  tachycardia)  of 
hyperthyroidism  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm,  therefore, 
patients  suspected  of  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION) 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg,  reserpine)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  observed  for  evidence  of  hypotension  and/or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension 
Should  it  be  decided  to  discontinue  therapy  in  patients  receiving  beta  blockers  and  clomdine 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  before  the  gradual  withdrawal 
of  clomdine 

Carcinogenesis,  Mutagenesis,  Impairment  ot  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion of  18  or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  of  18  months) 
mouse  study,  each  employing  dose  levels  as  high  as  300  mg /kg /day  or  150  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents  Results  of  various 
mutagenicity  studies  support  this  finding 

Fertility  of  male  or  female  rats  (evaluated  at  dose  levels  as  high  as  200  mg /kg /day  or  100  times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  administration 
Animal  Toxicology:  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  of  vacuo- 
lation  of  epithelial  cells  of  Brunner’s  glands  in  the  duodenum  of  both  male  and  female  dogs  at  all 
tested  dose  levels  of  atenolol  (starting  at  15  mg/kg/day  or  7 5 times  the  maximum  recommended 
human  dose)  and  increased  incidence  ot  atrial  degeneration  of  hearts  of  male  rats  at  300  mg  but 
not  150  mg  atenolol /kg /day  (150  and  75  times  the  maximum  recommended  human  dose, 
respectively) 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C Atenolol  has  been  shown  to  produce  a dose- 
related  increase  in  embryo/ fetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg/kg  or 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25mg/kg  or  12  5 times  the 
maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg- 
nant women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potential  benefit  justifies  the 
potential  risk  to  the  fetus 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient  Frequency  estimates 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S studies)  or  elicited  (eg,  by  checklist— foreign  studies)  The  reported  frequency  of  eli- 
cited adverse  effects  was  higher  for  both  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  of  adverse  effects  for  TENORMIN  and  placebo 
is  similar,  causal  relationship  is  uncertain 


The  following  adverse-reaction  data  present  frequency  estimates  in  terms  of  percentages  first 
from  the  U S studies  (volunteered  side  effects)  and  then  from  both  U S and  foreign  studies  (volun- 
teered and  elicited  side  effects) 

U.S.  STUDIES  (%  ATENOLOL-%  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (0%-0.5%),  postural  hypotension 
(2%-1%),  leg  pain  (0%-0  5%) 

CENTRAL  NERVOUS  SYSTEM/ NEUROMUSCULAR  dizziness  (4%-1%),  vertigo  (2%-0  5%) 
light-headedness  (1%-0%),  tiredness  (0.6%-0  5%),  fatigue  (3%-1%),  lethargy  (1%-0%).  drowsi- 
ness (0  6%-0%),  depression  (0  6%-0  5%).  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%),  nausea  (4%-1%) 

RESPIRATORY  (See  WARNINGS)  wheeziness  (0%-0%),  dyspnea  (0  6%-1%) 

TOTALS  U.S.  AND  FOREIGN  STUDIES: 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (12%-5%).  postural  hypotension 
(4%-5%).  leg  pain  (3%-1%) 

CENTRAL  NERVOUS  SYSTEM /NEUROMUSCULAR  dizziness  (13%-6%),  vertigo  (2%-0  2%) 
light-headedness  (3%-0  7%),  tiredness  (26%-13%).  fatigue  (6%-5%),  lethargy  (3%-0  7%), 
drowsiness  (2%-0  5%),  depression  (12%-9%),  dreaming  (3%-1%) 

GASTROINTESTINAL  diarrhea  (3%-2%),  nausea  (3%-1%) 

RESPIRATORY  (see  WARNINGS):  wheeziness  (3%-3%),  dyspnea  (6%-4%) 

MISCELLANEOUS  There  have  been  reports  of  skin  rashes  and/or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs  The  reported  incidence  is  small  and,  in  most  cases, 
the  symptoms  have  cleared  when  treatment  was  withdrawn.  Discontinuance  of  the  drug  should 
be  considered  it  any  such  reaction  is  not  otherwise  explicable  Patients  should  be  closely  moni- 
tored following  cessation  of  therapy 

POTENTIAL  ADVERSE  EFFECTS:  In  addition,  a variety  of  adverse  effects  have  been  reported 
with  other  beta-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effects  of 
TENORMIN  (atenolol) 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress 
Central  Nervous  System:  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances, hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  of  time  and 
place,  short-term  memory  loss,  emotional  lability  with  slightly  clouded  sensonum.  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal:  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia,  Peyronie's  disease,  erythematous  rash,  Raynaud's  phenomenon 
Miscellaneous:  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Furthermore,  a number  of  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  of  the 
reaction 

OVERDOSAGE:  To  date,  there  is  no  known  case  of  acute  overdosage,  and  no  specific  information 
on  emergency  treatment  of  overdosage  is  available  The  most  common  effects  expected  with  over- 
dosage ot  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  heart  failure,  hypotension, 
bronchospasm,  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care- 
fully observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemodialysis  In  addi- 
tion to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  if  warranted 
Bradycardia:  Atropine  or  another  anticholinergic  drug 

Heart  Block  (Second  or  Third  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker 

Congestive  Heart  Failure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  in  addition  to  atropine  and  digitalis 
Bronchospasm:  Aminophylline,  isoproterenol,  or  atropine 
Hypoglycemia:  Intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  of  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  of  this  dose  will  usually  be  seen  within 
one  to  two  weeks  If  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  1 00  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyond  1 00  mg  a day  is 
unlikely  to  produce  any  further  benefit 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents  including 
thiazide-type  diuretics,  hydralazine,  prazosin,  and  alpha-methyldopa 
Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  in  cases  of  severe 
impairment  of  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine 
clearance  falls  below  35ml/min/1  73  rrY  (normal  range  is  100-150  ml/min/1  73  m!);  therefore,  the 
following  maximum  dosages  are  recommended  for  patients  with  renal  impairment 

Atenolol 

Creatinine  Clearance  Elimination  Half-life 

(ml/min/1.73  mJ)  (hrs)  Maximum  Dosage 


15-35  16-27  50  mg  daily 

<15  >27  50  mg  every  other  day 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis,  this  should  be  done  under 
hospital  supervision  as  marked  falls  in  blood  pressure  can  occur 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with 
Stuart  embossed  on  one  side  and  NDC  No  105  embossed  on  the  other  side  are  supplied  in 
monthly  calendar  packages  of  28  tablets,  bottles  of  1 00  tablets,  and  unit-dose  packages  of  1 00  tab- 
lets. Tablets  of  1 00  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with  Stuart 
embossed  on  one  side  and  NDC  No  101  embossed  on  the  other  side  are  supplied  in  bottles  of  100 
tablets  and  unit -dose  packages  of  1 00  tablets. 

Protect  from  heat,  light,  and  moisture.  Store  unit-dose  and  calendar  packages  at  controlled  room 
temperature 

Reference:  1.  Opie  LH,  Jee  L,  White  D Antihypertensive  effects  of  nifedipine  combined  with  cardio- 
selective  beta-adrenergic  receptor  antagonism  by  atenolol  Am  Heart  J 1982, 104  606-612. 
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Historical  Sketch 
-University  Pediatric 
Hospital- 
1983 

José  E.  Sifontes,  M.D. 
Marta  Valcárcel,  M.D. 

Summary:  A brief  account  is  made  of  the  events  leading  to 

the  creation  of  the  “University  Pediatric  Hospital”  of  Puerto 
Rico.  Planning  was  started  in  1967;  construction  was  finished 
in  1975;  certification  as  a children’s  hospital  was  obtained  in 
1982  and  accreditation  in  January  1983.  Stressed  is  the 
usefulness  of  such  an  institution  to  provide  comprehensive  and 
compassionate  care  for  children,  as  well  as  to  serve  as  a center 
for  teaching  and  research  on  the  field  of  pediatrics. 

Pediatrics  as  a specialty  began  in  Puerto  Rico  towards 
the  late  nineteen-forties.  At  that  time  several  pedia- 
tricians began  to  practice  in  Puerto  Rico  serving  in  private  as 
well  as  public  sectors.  By  1949  two  training  programs  were 
developed  and  accredited  by  the  American  Board  of 
pediatrics:  one  in  the  San  Juan  City  Hospital,  accredited  for  2 
years  of  training,  directed  by  Dr.  Antonio  Ortiz;  the  other  in 
the  Bayamón  District  Hospital,  accredited  for  1 year  of 
training,  directed  by  Dr.  Juan  Basora  Defilló.  It  was  within 
these  programs  that  the  dire  need  for  better  pediatric  health 
care  was  felt  and  where  the  creation  of  a children’s  hospital 
began  to  loom  as  one  solution  to  the  problems. 

In  1962  the  need  for  a children’s  hospital  was  presented  in 
detail  before  the  Children’s  Commission  of  Puerto  Rico  in  a 
Barranquitas  meeting.1  Subsequently  the  San  Juan  Inter- 
departmental Committee  of  the  Children’s  Commission  of 
Puerto  Rico  studied  the  situation  in  detail  and  unanimously 
approved  a resolution  recommending  the  creation  of  a model 
hospital  and  pediatric  center.2 

At  that  time  the  Pediatric  Faculty  of  the  School  of 
Medicine  of  the  University  of  Puerto  Rico,  the  Pediatric 
Section  of  the  Puerto  Rico  Medical  Association  and  the 
Puerto  Rico  Chapter  of  the  American  Academy  of  Pediatrics, 
actively  promoted  the  creation  of  a Children’s  Hospital  in  the 
Puerto  Rico  Medical  Center. 

Two  editorials  in  the  Boletín  de  la  Asociación  Médica  de 
Puerto  Rico  in  1963  and  1965  supported  the  creation  of  a 
children’s  hospital  and  made  specific  recommendations  to 
the  effect  that  such  an  institution  should  be  utilized  for 
teaching  and  research.3  4 


From  the  University  Pediatric  Hospital.  Department  of  Pediatrics.  School 
of  Medicine.  Medical  Sciences  Campus.  University  of  Puerto  Rico,  San  Juan. 
Puerto  Rico. 


On  May  5,  1966  Dr.  Reinaldo  Ferrer  completed  a study 
made  during  the  last  six  months  of  the  year  1965,  to 
determine  the  need  and  feasibility  of  having  a Pediatric 
Medical  Center  in  Puerto  Rico.  This  report,  “A  Pediatric 
Medical  Center  for  Puerto  Rico  - A Social  and  Medical 
Need”,  was  funded  by  the  Pediatric  Section  of  the  Puerto 
Rico  Medical  Association  and  was  presented  to  Dr.  Carlos 
Berrocal,  then  President  of  the  Section.  Dr.  Ferrer  mentioned 
in  his  letter  of  introduction:  “That  your  common  interest  in 
such  an  institution  is  medically  and  socially  justifiable  and 
therefore  positive  and  continuous  action  should  be  taken  to 
have  in  Puerto  Rico  in  the  very  near  future  a Pediatric 
Medical  Center”.5 

In  1967  at  the  request  of  one  of  us  (JES),  then  Dean  of  the 
University  of  Puerto  Rico  School  of  Medicine,  and  Dr. 
Antonio  Ortiz,  Chief  of  the  Department  of  Pediatrics,  Dr. 
Mario  R.  Garcia  Palmieri;  then  Secretary  of  Health  of  Puerto 
Rico,  authorized  program  planning  for  development  of  a 
Pediatric  Hospital  utilizing  the  old  children’s  tuberculosis 
facility  in  the  Puerto  Rico  Medical  Center.  Succeeding  secre- 
taries of  health:  Torres  Aguiar,  Ramos  Yordán,  Alvarez  de 
Choudens  and  Rivera  Dueño  continued  to  support  the  project, 
In  1969  Jaime  Rivera  Dueño,  Assistant  Secretary  of  Maternal 
and  Child  Health  advanced  the  schematic  stage  of  the  project. 
Other  subsecretaries  for  Maternal  and  Child  Health,  Diego 
Collazo,  Pedro  Juan  Santiago  and  Angel  Rodriguez  were  also 
instrumental  in  implementing  the  project.  From  1967  to 
1972,  Dr.  Antonio  Ortiz  and  the  faculty  of  the  Department  of 
Pediatrics  of  the  School  of  Medicine  were  actively  involved 
with  the  Fracinetti  firm  of  architects  in  the  design  of  the 
hospital.  During  this  period  and  that  of  the  subsequent 
development  of  the  hospital  there  were  many  persons  in  the 
Medical  Sciences  Campus,  Department  of  Health  of  Puerto 
Rico,  North-east  Health  Region  and  Medical  Center  who 
made  significant  contributions  toward  accomplishment  of 
the  project. 

The  University  Children’s  Hospital  construction  was 
completed  in  September  1975.  On  September  23,  1975  the 
Department  of  Pediatrics  of  the  University  Hospital  moved 
various  programs  and  activities  to  the  new  building.  That 
same  year  the  Crippled  Children’s  and  Mental  Retardation 
Programs  of  the  Department  of  Health  of  Puerto  Rico  moved 
to  its  new  facilities. 

In  November,  1975  Dr.  José  Sifontes,  Chief  of  the 
Department  of  Pediatrics  was  appointed  Director  of  the 
fledgling  University  Children’s  Hospital.  Dr.  Alma  Cajigas 
was  appointed  Associate  Medical  Director. 

On  May  26,  1976  children  hospitalized  in  the  University 
Hospital  were  moved  to  the  new  Hospital. 

Dr.  José  Sifontes  continued  serving  as  Director  of  the 
Hospital  and  Chief  of  the  Department  of  Pediatrics  until 
March  1977  when  he  resigned.  Dr.  Pedro  J.  Santiago  Borrero 
was  appointed  Medical  Director  and  Dr.  Marta  Valcárcel  was 
appointed  Chief  of  the  Department  of  Pediatrics.  Shortly 
afterwards  Dr.  Santiago  Borrero  was  appointed  Dean  of  the 
UPR  School  of  Medicine.  Dr.  Concepción  Quiñones  de 
Longo  was  appointed  Medical  Directorand  served  until  1979 
when  she  resigned.  Subsequently  Dr.  Marta  Valcárcel  was 
appointed  Executive  Officer  of  the  Hospital  and  continued  as 
Chief  of  the  Department  of  Pediatrics. 

Dr.  Valcárcel  with  full  endorsement  from  Dr.  Jaime 
Rivera  Dueño,  Secretary  of  the  Department  of  Health,  and 
Dr.  Rafael  Burgos  Calderón,  Chief  Executive  Officer  of  the 
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Historical  Sketch  - University  Pediatric  Hospital 

Administration  of  Medical  Services  (Puerto  Rico  Medical 
Center)  continued  with  the  development  of  the  institution  as 
an  autonomous  hospital. 

On  March  6,  1982  a certificate  of  need  for  the  University 
Children’s  Hospital  was  issued;  on  June  6,  1982  the 
University  Children’s  Hospital  was  certified  as  an  autono- 
mous institution  and  in  January  1983  it  was  accredited  by  the 
Joint  Commission  on  Accreditation  of  Hospitals. 

In  June  1982  the  UPR  Medical  Sciences  Campus  had 
proposed  to  the  Secretary  of  Health  the  administration  of  the 
University  Children’s  Hospital  as  a Corporation  adscribed  to 
the  Medical  Sciences  Campus.  This  was  agreed  upon  and 
subsequently  a corporation  was  formed  to  administer  the 
“University  Pediatric  Hospital”.  Representing  the  corpora- 
tion were  Dr.  Norman  Maldonado,  Chancellor  of  the 
Medical  Sciences  Campus;  Dr.  Ismael  Almodovar,  President 
of  the  University  of  Puerto  Rico;  Mr.  Rubén  Eli  Matos,  Dean 
of  Administration  of  the  Medical  Sciences  Campus;  Dr. 
Lillian  Haddock,  Dean  for  Academic  Affairs  and  Dr.  Pedro 
J.  Santiago  Borrero,  Dean  of  the  School  of  Medicine. 

This  new  administration  has  facilitated  further  growth 
and  development  of  the  institution  and  fulfillment  of  its 
goals. 

The  main  goal  is  to  provide  comprehensive  health  services 
to  Puerto  Rican  children  and  to  serve  as  a model  of  efficient 
and  compassionate  care.  Such  an  institution  can  then  be  an 
ideal  setting  for  teaching  and  research  in  the  field  of 
pediatrics  and  should  be  the  best  place  for  the  care  of 
children. 

At  present  the  Pediatric  Hospital  provides  services  in 
preventive  medicine,  inpatient  and  outpatient  care,  teaching 
and  research.  It  is  a non  profit,  community  institution  open 
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to  all  children  of  Puerto  Rico  where  all  patients  receive  the 
same  highly  skilled  care  regardless  their  ability  to  pay.  Many 
of  the  services  are  unique  and  not  available  elsewhere  in 
Puerto  Rico  or  the  neighboring  Caribbean  islands. 

As  stated  in  1965  the  belief  that  “children  in  Puerto  Rico 
have  a right  to  the  best  and  that,  without  a healthy  start  in  life 
it  will  not  be  possible  to  have  citizens  sound  in  body  and 
mind”4  is  as  relevant  in  1983  as  it  was  in  1965. 

Resumen:  Se  describen  brevemente  los  eventos  conducentes 

a la  creación  del  “Hospital  Pediátrico  Universitario.”  Comenzó 
la  planificación  en  el  1967;  se  terminó  la  construcción  en  el  1975; 
se  obtuvo  la  certificación  como  un  hospital  de  niños  en  el  1982  y 
la  acreditación  en  enero  1983.  Se  recalca  la  utilidad  de  esta 
institución  para  la  prestación  de  servicios  pediátricos  integrales 
y compasivos,  además  de  servir  como  centro  de  enseñanza  e 
investigación  en  el  campo  de  la  pediatría. 
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Dr.  Antonio  Ortiz 

1906  — 1981 

Pionero  de  la  enseñanza  de  la  Pedia- 
tría en  Puerto  Rico  y primer  Director  del 
Departamento  de  Pediatría  de  la  Escuela 
de  Medicina  de  la  Universidad  de  Puerto 
Rico. 

Honrando  su  memoria  el  Hospital 
Pediátrico  Universitario  lleva  su  nombre 
y en  reconocimiento  a su  labor  se  le 
dedican  las  actividades  conmemorati- 
vas del  Primer  Aniversario  del  Hospital 
Pediátrico  Universitario. 
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If  you’re  considering  in-office  hematology  testing... 

Hematology  Systems  From  Bio-Dynamics 
Have  The  Advantages  You  Can  Count  On. 


The  excellence  of 

Coulter-built  instruments  — Bio- Dynamics 
is  the  sole  source  of  Coulter-built  hematology  instru- 
ments for  the  doctor's  office.  Coulter  is  the  instrument 
of  choice  in  most  hospital  and  reference  laboratories, 
and  the  Coulter  name  is  synonymous  with  cell  count- 
ing systems  today.  Now  the  acclaimed  Coulter 
principle  of  electronic  sizing  and  cell  counting — the 
most  sophisticated,  accurate  and  reliable  method 
available — is  brought  to  the  physician  office  lab  by 
Bio-Dynamics. 

The  expertise  of  Bio-Dynamics— 

Bio-Dynamics  personnel  are  experts  in  helping  you  to 
choose  systems  that  suit  your  individual  needs,  in 
supplying  reagents,  and  in  on-site  training  of  office 
personnel.  When  you  purchase  or  lease  a 
Bio-Dynamics  hematology  system,  you  have 
acquired  a complete  service  organization  to  meet 
all  your  office  testing  needs. 

A system  to  suit  the  needs 

Of  your  practice — These  systems  are  the  most 
dependable,  accurate  and  sophisticated  available 
today.  Most  functions  are  fully  automated,  so  the 
systems  are  very  easy  to  use.  Self-monitoring,  self- 
cleaning and  compact,  they  are  perfectly  designed 
for  the  doctor's  office.  With  a variety  of  features  to 
choose  from,  one  of  these  systems  is  sure  to  be  right  for 
the  needs  of  your  practice. 


Experience  counts  in 
hematology  systems  from 

Bio-Dynamics 

The  first  name  in 
physician  office  diagnostics 


Bio-Dynamics 

A Boehringer  Mannheim  Division 

9115  Hague  Road,  Indianapolis,  IN  46250 


/ 


Free  stethoscope  and  financial  analysis  > 

Send  in  this  coupon  to  request  a no-obligation  demonstration  j 

of  the  new  Bio-Dynamics  hematology  systems  and  you  will  receive  a S 

free  stethoscope  and  computerized  financial  analysis  of  S Ó v. 
the  benefits  of  hematology  testing  to  your  practice. 
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In  vitro  studies  demonstrate 

Bactericidal  activity 


with  minimal 
resistance 


Percent  of  isolates  of  common  uropathogens  sensitive  to  BACTRIM  and  to  other  antimicrobials 
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Kill  curve  kinetics  of  Bactrim 
and  its  individual  components 
against  E.  coli  in  vitro. 1 


Analogous  to  cephalothin,  the  primary  antibiotic  disc  used  in  testing 

Source:  The  Bacteriologic  Report,  BAC-DATA  Medical  Information  Systems,  Inc  , Winter  Series,  1981-82 
Numbers  under  percentages  refer  to  the  projected  number  of  isolates  tested. 


The  bactericidal  action  of  Bactrim  has  been  demonstrated  in  vitro  on  laboratory  strains 
of  E.  coli 12  and  on  clinical  Isolates  of  E.  coli,  Klebsiella-Enterobacter,  Proteus  mirabilis 
and  Morganella  morganii 3 — the  most  common  causative  organisms  of  urinary  tract 
infections.4  More  than  100  published  studies  attest  to  the  efficacy  of  Bactrim  in  recurrent 
urinary  tract  infections  due  to  these  organisms.5  In  comparative  studies  with  other  antimi- 
crobials, Bactrim  has  consistently  demonstrated  unsurpassed  efficacy  during  therapy6 11 
Resistance  to  Bactrim  develops  more  slowly  than  to  either  of  its  components  alone 
in  vitro  * Among  urinary  tract  isolates,  resistance  has  rarely  emerged  In  susceptible 
strains5'12  Bactrim  is  contraindicated  in  pregnancy  at  term,  during  lactation,  in  infants  less 
than  two  months  old  and  in  documented  megaloblastic  anemia  due  to  folate  deficiency 
Initial  episodes  of 
uncomplicated  urinary 
infections  should  be 
treated  with  a single- 
agent antimicrobial, 


Bactrim-  DS 


(trimethoprim  and  sulfamethoxazole/Roche) 

b.i.d.  for  recurrent  urinary  tract  infections 

*tn  vitro  data  do  not  necessarily  predict  clinical  results. 


Copyright  © 1983  by  Hoffmann-La  Roche  inc  aii  rights  reserved  See  next  page  for  references  and  a summary  of  product  information. 
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Bactrim  DS 

(trimethoprim  and  sulfamethoxazole/Roche) 


Before  prescribing,  please  consult  complete  product  information,  a summary  of 
which  follows: 

Indications  and  Usage:  For  the  treatment  of  urinary  tract  infections  due  to  sus- 
ceptible strains  of  the  following  organisms:  Escherichia  coli,  Klebsiella-Entero- 
bacter,  Proteus  mirabilis,  Proteus  vulgaris,  Proteus  morganii.  It  is  recommended 
that  initial  episodes  of  uncomplicated  urinary  tract  infections  be  treated  with  a 
single  effective  antibacterial  agent  rather  than  the  combination.  Note:  The 
increasing  frequency  of  resistant  organisms  limits  the  usefulness  of  all  antibacterials, 
especially  in  these  urinary  tract  infections. 

For  acute  otitis  media  in  children  due  to  susceptible  strains  of  Haemophilus 
influenzae  or  Streptococcus  pneumoniae  when  in  physician's  judgment  it  offers 
an  advantage  over  other  antimicrobials.  To  date,  there  are  limited  data  on  the 
safety  of  repeated  use  of  Bactrim  in  children  under  two  years  of  age.  Bactrim  is 
not  indicated  for  prophylactic  or  prolonged  administration  in  otitis  media  at  any 
age. 

For  acute  exacerbations  of  chronic  bronchitis  in  adults  due  to  susceptible 
strains  of  Haemophilus  influenzae  or  Streptococcus  pneumoniae  when  in  physi- 
cian’s judgment  it  offers  an  advantage  over  a single  antimicrobial  agent. 

For  enteritis  due  to  susceptible  strains  of  Shigella  tlexneri  and  Shigella  sonnei 
when  antibacterial  therapy  is  indicated. 

Also  for  the  treatment  of  documented  Pneumocystis  carinii  pneumonitis. 
Contraindications:  Hypersensitivity  to  trimethoprim  or  sulfonamides;  patients  with 
documented  megaloblastic  anemia  due  to  folate  deficiency;  pregnancy  at  term;  nursing 
mothers  because  sulfonamides  are  excreted  in  human  milk  and  may  cause  kermc- 
terus;  infants  less  than  2 months  of  age. 

Warnings:  BACTRIM  SHOULD  NOT  BE  USED  TO  TREAT  STREPTOCOCCAL 
PHARYNGITIS.  Clinical  studies  show  that  patients  with  group  A (i-hemolytic  strepto- 
coccal tonsillopharyngitis  have  higher  incidence  of  bactenologic  failure  when  treated 
with  Bactrim  than  do  those  treated  with  penicillin.  Deaths  from  hypersensitivity  reac- 
tions, hepatocellular  necrosis,  agranulocytosis,  aplastic  anemia  and  other  blood  dys- 
crasias  have  been  associated  with  sulfonamides  Experience  with  trimethoprim  is 
much  more  limited  but  occasional  interference  with  hematopoiesis  has  been  reported 
as  well  as  an  increased  incidence  of  thrombopema  with  purpura  in  elderly  patients  on 
certain  diuretics,  primarily  thiazides  Sore  throat,  fever,  pallor,  purpura  or  jaundice  may 
be  early  signs  of  serious  blood  disorders  Frequent  CBC's  are  recommended;  therapy 
should  be  discontinued  if  a significantly  reduced  count  of  any  formed  blood  element  is 
noted. 

Precautions:  General:  Use  cautiously  in  patients  with  impaired  renal  or  hepatic  func- 
tion, possible  folate  deficiency,  severe  allergy  or  bronchial  asthma  In  patients  with 
glucose-6-phosphate  dehydrogenase  deficiency,  hemolysis,  frequently  dose-related, 
may  occur.  During  therapy,  maintain  adequate  fluid  intake  and  perform  frequent  urinal- 
yses, with  careful  microscopic  examination,  and  renal  function  tests,  particularly  where 
there  is  impaired  renal  function.  Bactrim  may  prolong  prothrombin  time  in  those  receiv- 
ing warfarin;  reassess  coagulation  time  when  administering  Bactrim  to  these  patients 
Pregnancy  Teratogenic  Effects:  Pregnancy  Category  C Because  trimethoprim  and 
sulfamethoxazole  may  interfere  with  folic  acid  metabolism,  use  during  pregnancy  only 
if  potential  benefits  justify  the  potential  risk  to  the  fetus 
Adverse  Reactions:  All  major  reactions  to  sulfonamides  and  trimethoprim  are 
included,  even  if  not  reported  with  Bactrim.  Blood  dyscrasias  Agranulocytosis,  aplas- 
tic anemia,  megaloblastic  anemia,  thrombopema,  leukopenia,  hemolytic  anemia,  pur- 
pura, hypoprothrombinemia  and  methemoglobinemia  Allergic  reactions  Erythema 
multiforme.  Stevens-Johnson  syndrome,  generalized  skin  eruptions,  epidermal  necrol- 
ysis, urticaria,  serum  sickness,  pruritus,  exfoliative  dermatitis,  anaphylactoid  reactions, 
periorbital  edema,  conjunctival  and  scleral  injection,  photosensitization,  arthralgia  and 
allergic  myocarditis.  Gastrointestinal  reactions  Glossitis,  stomatitis,  nausea,  emesis, 
abdominal  pains,  hepatitis,  hepatocellular  necrosis,  diarrhea,  pseudomembranous  coli- 
tis and  pancreatitis  CNS  reactions:  Headache,  peripheral  neuritis,  mental  depression, 
convulsions,  ataxia,  hallucinations,  tinnitus,  vertigo,  insomnia,  apathy,  fatigue,  muscle 
weakness  and  nervousness.  Miscellaneous  reactions:  Drug  fever,  chills,  toxic 
nephrosis  with  oliguria  and  anuria,  periarteritis  nodosa  and  L.E  phenomenon  Due  to 
certain  chemical  similarities  to  some  goitrogens.  diuretics  (acetazolamide,  thiazides) 
and  oral  hypoglycemic  agents,  sulfonamides  have  caused  rare  instances  of  golfer  pro- 
duction, diuresis  and  hypoglycemia  in  patients;  cross-sensitivity  with  these  agents  may 
exist.  In  rats,  long-term  therapy  with  sulfonamides  has  produced  thyroid  malignancies 
Dosage:  Not  recommended  lor  infants  less  than  two  months  ot  age. 

URINARY  TRACT  INFECTIONS  AND  SHIGELLOSIS  IN  ADULTS  AND  CHILDREN. 
AND  ACUTE  OTITIS  MEDIA  IN  CHILDREN: 

Adults:  Usual  adult  dosage  for  urinary  tract  infections — 1 DS  tablet  (double  strength), 

2 tablets  (single  strength)  or  4 teasp.  (20  ml)  b i d.  for  10-14  days  Use  identical  daily 
dosage  for  5 days  for  shigellosis 

Children:  Recommended  dosage  for  children  with  urinary  tract  infections  or  acute  otitis 
media — 8 mg/kg  trimethoprim  and  40  mg/kg  sulfamethoxazole  per  24  hours,  in  two 
divided  doses  for  10  days.  Use  identical  daily  dosage  for  5 days  for  shigellosis 
For  patients  with  renal  impairment:  Use  recommended  dosage  regimen  when  creati- 
nine clearance  is  above  30  ml/min.  If  creatinine  clearance  is  between  15  and  30  ml/min. 
use  one-half  the  usual  regimen  Bactrim  is  not  recommended  if  creatinine  clearance  is 
below  15  ml/min. 

ACUTE  EXACERBATIONS  OF  CHRONIC  BRONCHITIS  IN  ADULTS: 

Usual  adult  dosage  1 DS  tablet  (double  strength),  2 tablets  (single  strength)  or 
4 teasp.  (20  ml)  b i d for  14  days 
PNEUMOCYSTIS  CARINII  PNEUMONITIS: 

Recommended  dosage:  20  mg/kg  trimethoprim  and  100  mg/kg  sulfamethoxazole  per 
24  hours  in  equal  doses  every  6 hours  for  14  days  See  complete  product  information 
for  suggested  children  s dosage  table 

Supplied:  Double  Strength  (DS)  tablets,  each  containing  160  mg  trimethoprim  and 
800  mg  sulfamethoxazole,  bottles  of  100  and  500;  Tel-E-Dose*  packages  of  100; 
Prescription  Paks  of  20.  Tablets,  each  containing  80  mg  trimethoprim  and  400  mg 
sulfamethoxazole — bottles  of  100  and  500;  Tel-E-Dose®  packages  of  100;  Prescription 
Paks  of  40.  Pediatric  Suspension,  containing  40  mg  trimethoprim  and  200  mg  sulfa- 
methoxazole per  teaspoonful  (5  ml);  cherry  flavored — bottles  of  100  ml  and  16  oz 
(1  pint)  Suspension,  containing  40  mg  trimethoprim  and  200  mg  sulfamethoxazole 
per  tea  spoonful  (5  ml);  fruit-licorice  flavored — bottles  of  16  oz  (1  pint) 
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PROCLAMA 

DEL  SECRETARIO  DE  SALUD  DE  PUERTO  RICO 
SEMANA  DE  LA  SALUD  DEL  NIÑO  EN  PUERTO  RICO 
Y DEL  HOSPITAL  PEDIATRICO  UNIVERSITARIO 


POR  CUANTO:  Los  niños  son  motivo  de  satisfacción  e inspiración,  con  su  ingenuidad, 
curiosidad,  creatividad,  ingeniosidad  y potencial  ciudadano; 

POR  CUANTO:  Puerto  Rico  siempre  se  ha  enorgullecido  de  su  devoción  hacia  los  niños 
y ha  dedicado  gran  parte  de  sus  esfuerzos  y de  sus  recursos  a su 
cuidado; 


POR  CUANTO:  El  sueño  de  una  vida  mejor  para  las  futuras  generaciones  es  el  anhelo 
principal  de  todo  pueblo;  pero  todavía  para  muchos  niños  en  Puerto 
Rico,  a todos  los  niveles  de  nuestra  sociedad,  ese  sueño  no  se  ha  hecho 
realidad; 


POR  CUANTO:  Todos  los  años  miles  de  niños  sufren  enfermedades  y accidentes  que 
pueden  prevenirse;  y a pesar  de  nuestros  esfuerzos  todavía  hay  niños 
que  se  enfrentan  a una  vida  llena  de  problemas  y vicisitudes; 

POR  CUANTO:  Todos  los  ciudadanos  debemos  tener  consciencia  de  las  necesidades 
especiales  de  los  infantes,  niños  yadolescentes,  ydebemos  atenderlas 
adecuadamente,  de  modoque  cada  niñotenga  oportunidades  máximas 
para  alcanzar  una  vida  saludable  y de  calidad  plena; 

POR  CUANTO:  El  Hospital  Pediátrico  Universitario  es  la  principal  institución  dedicada 
al  bienestar  y al  cuidado  de  la  salud  de  los  niños  de  Puerto  Rico; 

POR  CUANTO.  El  Hospital  Pediátrico  Universitario  es  el  Taller  de  Enseñanza  más 
importante  en  las  disciplinas  relacionadas  con  la  salud  de  los  niños  de 
Puerto  Rico; 


POR  CUANTO:  El  Hospital  Pediátrico  Universitario,  cumplió  recientemente  el  primer 
año  de  operación  bajo  la  administración  del  Recinto  de  Ciencias  Médi- 
cas de  la  Universidad  de  Puerto  Rico,  año  durante  el  cual  obtuvo  logros 
significativos  para  el  beneficio  de  los  niños  de  Puerto  Rico; 

POR  CUANTO:  Yo,  JAIME  RIVERA  DUEÑO,  SECRETARIO  DE  SALUD  DE  PUERTO 
RICO,  proclamo  la  Semana  de  la  Salud  del  Niño  en  Puerto  Rico  y la 
Semana  del  Hospital  Pediátrico  Universitario  del  1 0 all  5 de  octubre 
de  1 983,  y exhorto  a todos  los  puertorriqueños  a manifestarse  a favor 
de  los  niños  y a adoptar  como  meta  el  que  todos  los  niños  de  Puerto  Rico 
alcancen  su  potencial  óptimo  de  salud  física,  mental,  emocional  y 
social. 


EN  TESTIMONIO  DE  LO  CUAL,  firmo  la  pre- 
sente y hago  estampar  en  ella  el  Sello  del 
Depto.  de  Salud  de  Puerto  Rico,  hoy,  día 
cinco  de  octubre  de  mil  novecientos  ochenta 
y tres. 


HON.  CARLOS  ROMERO  BARCELO  HON.  JAIME  RIVERA  DUEÑO,  M.D. 

Gobernador  de  Puerto  Rico  Secretario  de  Salud 

Estado  Libre  Asociado  Estado  Libre  Asociado 


Promulgado  de  acuerdo  con  la  ley,  hoy,  día  5 de  octubre  de  1983. 

Texto  de  la  proclama  que  fue  firmada  por  el  Gobernador  y el  Secretario  de  Salud  de  Puerto  Rico  con  motivo  de  la 
Semana  del  Hospital  Pediátrico  Universitario 
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ESTUDIOS  CLINICOS 


Geographic  Distribution 
of  Abnormal 
Hemoglobins  in 
Puerto  Rico 


Pedro  J.  Santiago-Borrero,  M.D.* 
Marta  Valcárcel,  M.D.* 
Margarita  Cáceres  de  Costas,  M.D.* 
Freddie  Montalvo,  M.D.* 

Abstract:  A total  of  29,586  individuals  were  tested  for 

abnormal  hemoglobins  in  Puerto  Rico  between  1977and  1981. 
The  groups  studied  included  5,770  newborns;  16,333  school 
children;  994  UPR  Medical  Sciences  Campus  students;  4,320 
pregnant  women;  and  2,169  other  adults  in  the  reproductive 
age  group.  The  majority  of  the  people  tested  resided  in  the  San 
Juan  Metropolitan  area  and  in  nearby  towns.  Other  towns, 
representing  specific  geographic  regions,  were  surveyed,  such  as 
Arecibo  (North);  Mayagiiez  (West);  Ponce  (South);  and  Cidra 
and  San  Sebastian  (Central  region). 

The  overall  prevalence  of  abnormal  hemoglobins  was 
3.3%.  Hemoglobin  (Hb)  AS  occurred  in  2.81%  of  the 
individuals  tested;  while  Hb  AC  was  present  in  0.41%,  sickle 
cell  disease  (HbSS)  in  0.03%,  HbSC  in  0.01%,  and  HbAO 
Arab  in  0.01%.  The  total  prevalence  of  hemoglobin  S in  the 
population  studied  was  2.9%.  Only  one  case  of  Hb  D or  G was 
found  among  29,586  persons  tested. 

The  population  of  the  Metropolitan  area  had  an  abnormal 
hemoglobin  S prevalence  which  ranged  between  3.1%  and 
3.6%.  But  other  groups  and  towns  showed  considerable 
variation,  ranging  from  0.7%  in  Cidra  and  San  Sebastián,  to 
7.1%  in  Loiza.  The  prevalence  of  abnormal  hemoglobins  in 
Arecibo,  Mayagiiez,  and  Ponce  is  rather  low  and  similar 
(1.3%,  1.4%,  and  1.5%,  respectively). 


From  the  University  Pediatric  Hospital,  Department  of  Pediatrics.  University 
of  P uerto  Rico  School  of  Medicine,  San  Juan.  Puerto  Rico. 

Reprint  requests:  (P.J.S.R.).  Department  of  Pediatrics.  University  of 
Puerto  Rico  School  of  Medicine.  U I’D  Has  5067.  San  Juan.  Puerto  Rico 
00936. 

This  work  was  supported  grant  ttMCH-54 1001-02  of  the  BCHS.  Health 
Services  Administration.  USD  HHS. 


The  prevalence  of  heterozygous  states  for  hemoglobin  S 
and  C (3.3%)  in  the  population  studied  is  expected  to  result  in 
one  case  of  symptomatic  disease  (Hb  SS,  Hb  SC  or  Hb  CC) 
per  each  3,764  births.  However,  symptomatic  disease  was 
actually  found  in  0.04%  of  the  people  studied,  which  gives  a 
ratio  of  1:250,  a value  which  is  higher  than  the  rate  expected. 
We  do  not  know  the  cause  of  this  discrepancy. 


Geographic  Distribution  of  Abnormal 
Hemoglobins  in  Puerto  Rico 

Several  studies  have  been  conducted  on  the  prevalence 
of  sickle  cell  and  other  abnormal  hemoglobins  in 
Puerto  Rico  during  the  last  fifty  years.  Studies  performed  in 
1934,  1957,  and  1959  by  Pons  and  Oms,1  Torregrosa  et  al,2 
Menéndez  Corrada,3  and  Suárez  et  al,4  respectively,  reported 
prevalence  rates  of  2. 3%,  4.2%,  2.6%,  and  3.5%  in  the  general 
population.  Three  of  them1,2'3  reported  values  of  5.6%,  6.7%, 
and  6.8%,  respectively,  among  black  and  mulatto  individuals 
who  visited  the  corresponding  testing  sites  in  blood  banks 
and  hospitals,  in  San  Juan  and  other  large  towns  of  the 
Island.  These  figures  which  are  fairly  close  to  each  other,  do 
not  give  an  idea  of  the  geographic  distribution  of  abnormal 
hemoglobins  in  our  community.  Furthermore,  in  some 
instances,  the  methodology  used  did  not  differentiate 
heterozygous  from  homozygous  states,  and  in  some  of  these 
reports  no  effort  was  made  to  separate  hemoglobin  S from 
other  sickling  hemoglobins,  such  as  hemoglobin  D or  G. 

An  article  reported  by  the  authors  of  this  article  in  1981 
presented  data  on  the  prevalence  of  abnormal  hemoglobins 
among  5,473  individuals  of  various  ages  tested  at  random  in 
1977-78.5  The  prevalence  of  HbS  and  of  HbC  among  751 
school  adolescents  from  the  town  of  Loiza  was  8.3%  and 
0.4%,  respectively.  But  the  prevalence  rate  in  the  general 
population  of  San  Juan  and  nearby  towns  (excluding  Loiza) 
was  2.7%  for  HbS,  and  0.4%  for  HbC.  A significant  variation 
was  noted  in  the  prevalence  of  abnormal  hemoglobins  (Sand 
C)  in  the  various  subgroups  studied.  The  prevalence  of  these 
hemoglobins  in  newborns  and  pregnant  women  attended  at 
the  University  Hospital  was  3.1%  and  2.5%  respectively; 
among  high  school  students  from  San  Juan  it  was  4.2%,  and 
5.4%  among  those  from  Rio  Grande,  while  among  soldiers 
from  the  National  Guard  it  was  2.2%. 

This  variation  in  prevalence  noted  among  various 
subgroups  and  towns  promoted  the  conduction  of  an  Island- 
wide screening  study  to  determine  the  geographic  distribution 
of  abnormal  hemoglobins  in  Puerto  Rico. 
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Material  and  Methods 

The  population  studied  included  29,586  individuals  from 
sixteen  different  towns,  representing  geographic  sites  in  the 
North,  West,  South,  and  the  North-Eastern  regions  of  the 
Island.  But  the  majority  of  the  individuals  tested  belonged  to 
the  Metropolitan  region  and  nearby  towns.  The  sample 
consisted  of  5,770  newborns;  4,320  pregnant  women,  who 
lived  in  various  towns  belonging  to  the  Metropolitan  region; 
16,333  school  children,  mostly  adolescents;  994  students 
from  the  Medical  Sciences  Campus(MSC)of  the  U.P.R.;and 
2,169  other  adult  individuals  belonging  to  various  other 
subgroups. 

Newborns  and  pregnant  women  were  tested  according  to 
the  order  in  which  they  arrived  at  the  Nursery,  and  Prenatal 
Clinics,  respectively,  during  working  hours.  The  group  of 
school  children  which  was  tested  consisted  actually  of  whole 
classes  which  attended  private  and  public  schools  taken  at 
random,  in  various  towns  and  in  the  San  Juan  Metropolitan 
area.  The  group  of  MSC  students  consisted  of  some  classes 
attending  the  Medical  School  and  the  College  of  Allied  Health 
Professions  of  the  U.P.R.  during  the  last  few  years.  The 
miscellaneous  group  of  adults  was  made  up  of  unselected 
individuals,  taken  as  they  showed  up  in  the  testing  sites. 

In  newborns,  blood  was  obtained  from  the  heel  in 
heparinized  capillary  tubes.  Blood  samples  in  adolescents 
and  adults  were  taken  by  venipuncture  in  EDTA  tubes. 
Informed  consent  was  obtained  before  including  the  individ- 
uals in  the  study. 

Information  on  abnormal  hemoglobins,  and  specially  on 
sickle  cell  hemoglobin,  was  provided  to  most  persons. 
Confidentiality  was  maintained  by  means  of  the  use  of  a code 
number  in  each  case. 

Hemoglobins  were  identified  by  electrophoresis  utilizing 
Helena  Electrophoresis  Units*  with  cellulose  acetate  mem- 
branes at  pH  8. 4-8. 6,  according  to  C.D.C.  specifications.6  All 
cases  beyond  the  newborn  age  showing  hemoglobin  in  a 
position  corresponding  to  the  pattern  SDG  were  checked  for 
the  presence  of  hemoglobin  S by  the  solubility  test.7  All 
newborns  with  an  electrophoretic  pattern  showing  or 
suggesting  Hb  SDG  or  CEO  on  cellulose  acetate,  as  well  as 
individuals  beyond  the  newborn  age  showing  the  CEO 
pattern,  were  rechecked  by  the  citrate  Agar  electrophoresis 
method,  at  pH  6.0-6. 2.8  Final  confirmation  of  Hb  AS  versus 
Hb  SS  in  newborns  was  performed  by  retesting  of  infants  at 
ages  4 to  6 months. 

Results 

A lists  of  the  towns  represented  in  the  screening  program 
conducted  by  the  Puerto  Rico  Sickle  Cell  Screening  and 
Education  Clinic,  during  the  period  of  1977-1981,  is 
presented  in  Table  I.  A total  of  29,586  individuals,  including 
newborns,  school  children,  MSC  students,  pregnant  women, 
and  other  adults  were  tested.  The  main  catchment  area  of  the 
project  was  the  North-Eastern  region  of  the  Island,  with 
emphasis  on  the  towns  of  San  Juan,  Santurce,  Rio  Piedras, 
Cataño,  Guaynabo,  Trujillo  Alto,  Carolina,  Canóvanas, 
Loiza,  and  Rio  Grande.  Other  towns  representing  specific 
geographic  regions  of  the  Island  were  surveyed,  including: 
Arecibo,  in  the  North;  Mayagüez,  in  the  West;  Ponce,  in  the 
South;  and  Cidra  and  San  Sebastián  in  the  Central  Region. 

The  prevalence  of  abnormal  hemoglobins,  mostly  hemo- 

* Helena  Laboratories,  Beaumont,  Texas. 


globin  S and  hemoglobin  C,  in  each  of  these  subgroups  is 
shown  in  Table  I.  The  overall  prevalence  rate  was  3.27%.  The 
population  from  the  Metropolitan  area,  represented  by 
newborns,  school  children,  and  pregnant  women  had  a 
prevalence  of  abnormal  hemoglobins  ranging  between  3.1% 
and  3.6%.  But  other  groups  and  towns  showed  considerable 
variation,  ranging  from  0.7%  in  Cidra  and  San  Sebastián,  to 
7.1%  in  Loiza. 

The  results  of  various  groups  of  children  studied  each 
year,  between  1977  and  1981,  are  shown  in  Table  2.  Atotal  of 
22,103  newborns  and  school  children  were  tested,  with  an 
overall  prevalence  of  3.3%  abnormal  hemoglobins. 

Nine  hundred  sixty-six  (966)  individuals  out  of  29,586 
persons  tested  had  an  abnormal  hemoglobin,  for  an  overall 
rate  of  3.27%,  as  indicated  in  Table  3. 

Hemoglobin  AS  occurred  in  2.81%;  hemoglobin  AC  in 
0.41%,  sickle  cell  disease  (HbSS)  in  0.03%,  Hb  SC  in  0.01%, 
and  HbAO  Arab  in  0.01%  of  the  individuals  tested.  Only  one 
case  of  hemoglobin  D or  G was  found  among  29,586  persons 
examined. 


TABLE  1 


Abnormal  Hemoglobins  Detected  in  Various 

Towns  of  Puerto  Rico  Between 

1977  and  1981 

Group 

Number  of 

Screenees  Positive  Cases** 

Total 

Total 

% 

Newborns  * 

5,770 

205 

3.6 

Pregnant  Women  * 

4,320 

155 

3.6 

School  Children 

16,333 

525 

3.2 

San  Juan 

4,168 

129 

3.1 

Guaynabo 

2,351 

61 

2.6 

Bayamón 

173 

2 

1.2 

Trujillo  Alto 

1,054 

30 

2.8 

Cataño 

1,162 

30 

2.6 

Carolina 

1,301 

41 

3.2 

Canóvanas 

428 

12 

2.8 

Rio  Grande 

1,080 

53 

4.9 

Loiza 

1,921 

136 

7.1 

Cidra 

725 

5 

0.7 

San  Sebastián 

280 

2 

0.7 

Mayagüez 

498 

7 

1.4 

Ponce 

587 

9 

1.5 

Arecibo 

605 

8 

1.3 

Medical  Sciences  Campus  994 

16 

1.6 

National  Guard 

762 

17 

2.2 

Others* 

1,407 

48 

3.4 

TOTALS 

29,586 

966 

3.27 

* From  San  Juan  Metropolitan  and  Submetropolitan  areas. 

**  Does  not  include  thalassemia  trait,  fast  moving  nor  high  fetal 
hemoglobin. 
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TABLE  2 


Abnormal  Hemoglobins  Detected  in  22,103  Children  from  1977  to  1981 

Group 

1977-78 

1978-79 

1979-80 

1980-81 

Total 

Screenees 

Total 

Positive 

Percent 

Newborns 

1,500  (3.1%) 

644  (3.3%) 

799  (4.1%) 

2,827  (3.7%) 

5,770 

205 

3.6% 

School  Children 

2,043  (6.0%) 

4,699  (2.8%) 

4,573  (2.8%) 

5,018  (2.9%) 

16,333 

525 

3.2% 

San  Juan 

1,089  (4.2%) 

1,426  (1.8%) 

1,599  (3.4%) 

54  (3.7%) 

4,168 

129 

3.1% 

Guaynabo 

0 

0 

0 

2,351  (2.6%) 

2,351 

61 

2.6% 

Trujillo  Alto 

0 

0 

0 

1,054  (2.8%) 

1,054 

30 

2.8% 

Cataño 

0 

203  (3.4%) 

959  (2.4%) 

0 

1,162 

30 

2.6% 

Carolina 

0 

301  (4.0%) 

1,000  (2.9%) 

0 

1,301 

41 

3.2% 

Cañó  vanas 

0 

0 

428  (2.8%) 

0 

428 

12 

2.8% 

Rio  Grande 

203  (5.4%) 

877  (4.8%) 

0 

0 

1,080 

53 

4.9% 

Loiza 

751  (8.7%) 

389  (7.5%) 

0 

781  (5.4%) 

1,921 

136 

7.1% 

Cidra,  San  Sebastián 

0 

1,005  (0.7%) 

0 

0 

1,005 

7 

0.7% 

Mayagüez*,  Ponce** 

Arecibo*** 

0 

*498  (1.4%) 

**587  (1.5%) 

***605  (1.3%) 

1,690 

24 

1.4% 

Bayamón 

0 

0 

0 

173  (1.2%) 

173 

2 

1.2% 

TOTALS: 

3,543 

5,343 

5,372 

7,845 

22,103 

730 

3.3% 

TABLE  3 


Abnormal  Hemoglobins  Detected  from  1977  to  1981  in  Puerto  Rico 

No.  of 

Hb 

Hb 

Hb 

Hb 

Hb 

Hb 

Hb 

Hb 

Thai. 

Total 

Percent 

Screenees 

AS 

AC 

SC 

SS 

CC 

AD  or  AG 

AO  Arab. 

S.  Thai 

Major 

Abnormal  Hb 

Abnormal  Hb 

1977-78 

5,443 

188 

20 

0 

2 

0 

0 

1 

0 

0 

211 

3.87  % 

1978-79 

7,738 

205 

27 

1 

2 

0 

1 

2 

0 

0 

238 

3.08% 

1979-80 

6,887 

163 

33 

1 

1 

0 

0 

0 

0 

0 

198 

2.87% 

1980-81 

9,518 

274 

40 

2 

3 

0 

0 

0 

0 

0 

319 

3.35% 

TOTAL 

29,586 

830 

120 

4 

8 

0 

1 

3 

0 

0 

966 

3.3% 

PERCENT 

100% 

2.81% 

0.41°/o 

0.01% 

0.03% 

- 

0.003  % 

0.01% 

- 

- 

3.27% 

- 
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Discussion 

The  main  objective  of  the  Puerto  Rico  Sickle  Cell 
Screening  and  Education  Clinic  during  the  last  five  years  has 
been  to  identify  carriers  of  hemoglobin  S,  as  the  initial  step 
towards  providing  orientation  and  genetic  counseling, 
aiming  to  prevent  sickle  cell  disease  in  our  community.  To 
achieve  this  objective,  multiple  surveys  have  been  conducted 
in  various  geographic  regions  and  in  multiple  towns  of 
Puerto  Rico.  This  has  yielded  a wealth  of  reliable  data  which 
has  permitted  us  to  determine  the  prevalence  of  abnormal 
hemoglobins  in  the  groups  surveyed.  No  attempts  were  made 
to  separate  people  on  the  basis  of  ethnic  or  racial 
characteristics  as  that  was  not  an  objective  of  the  project. 

The  data  presented  in  Tables  1,  2 and  3 indicate  that  the 
most  significant  hemoglobinopathy  in  Puerto  Rico  is 
hemoglobin  S,  with  an  overall  prevalence  of  2.9%.  Hemo- 
globin C is  found  in  0.4%  of  the  people  tested,  i.e., 
hemoglobin  C is  one  seventh  as  common  as  hemoglobin  S in 
our  community.  Accurate  data  on  the  prevalence  of  the 
thalassemia  syndromes  is  not  available  as  yet.  But  the 
information  collected  suggests  that  the  prevalence  of  beta- 
thalassemia  is  probably  between  0.1  and  .05%. 

The  information  available  after  testing  29,586  individuals, 
including  22,103  unselected  newborns  and  school  children, 
indicated  that  the  lowest  prevalence  of  abnormal  hemoglobins 
occurs  in  the  population  of  the  central  towns  of  the  Island, 
represented  by  Cidra  and  San  Sebastián,  both  of  which  had 
0.7%.  It  is  interesting  to  note  that  the  prevalence  of  abnormal 
hemoglobins  (actually  hemoglobin  S)  in  Arecibo,  Mayagtiez, 
and  Ponce  is  rather  low,  ( 1 .3%,  1 .4%,  and  1 .5%,  respectively), 
and  that  it  is  almost  the  same  in  these  quite  separate  regions 
of  the  Island.  These  figures  are  also  similar  to  the  prevalence 
rate  found  among  students  of  the  Medical  Sciences  Campus 
of  the  University  of  Puerto  Rico  (1.6%). 

The  prevalence  of  abnormal  hemoglobins  in  the  North- 
Eastern  region  of  the  Island,  which  includes  the  Metropolitan 
San  Juan  Area,  is  different  from  that  of  the  rest  of  Puerto 
Rico.  The  prevalence  varies  from  a low  of  2.6%  in  Cataño 
and  Guaynabo,  to  a high  of  7.1%  in  the  town  of  Loiza.  The 
San  Juan  Area,  including  the  Santurce  and  Río  Piedras 
sectors,  has  a prevalence  of  3.1%,  which  is  similar  to  the 
overall  prevalence  among  the  22,103  children  tested. 

It  is  important  to  note  that  the  figures  presented  and  discuss- 
ed above  indicate  the  presence  of  abnormal  hemoglobins, 
mainly  hemoglobin  S,  which  occurred  almost  entirely  in  the 
form  of  the  heterozygous  state.  Sickle  cell  disease  (HbSS)and 
the  double  heretozygous  state  for  hemoglobin  S and  C were 
encountered  in  8 and  4 individuals,  respectively.  These 
figures  are  close  to  the  numbers  expected  statistically, 
according  to  the  known  pattern  of  inheritance  of  these 
abnormal  hemoglobins. 

The  prevalence  rates  for  abnormal  hemoglobins  in 
newborns  varied  from  year  to  year,  as  indicated  in  Table  2.  It 
ranged  from  3.1%  in  1977-78,  to  4.1%  in  1979-80.  Similarly, 
the  prevalence  of  abnormal  hemoglobins  among  school 
children  from  the  San  Juan  Metropolitan  area  showed  varia- 
tions throughout  the  study  period  especially  in  1978-79.  We  do 
not  know  the  cause  of  these  variations.  The  former  seems  to 
reflect  the  higher  proportion  of  newborns  from  the  San  Juan 
City  Hospital  from  1979  on.  The  latter  seems  to  be  due  to 
variations  in  the  neighborhoods  served  by  the  schools 
surveyed. 


The  prevalence  rate  among  school  children  in  Loiza  has 
varied  during  the  last  four  years,  from  8.7%  in  1977-78,  to 
5.4%  in  1980-81.  The  fact  that  the  group  of  school  children 
tested  in  the  most  recent  years  is  younger,  and  that  the 
population  seems  to  have  become  more  mobile,  might  have 
contributed  to  this  pattern  of  a decreasing  prevalence  of 
abnormal  hemoglobins  in  that  community  as  time  passes. 

As  indicated  in  Table  3,  the  prevalence  of  Hb  AS,  Hb  SS 
and  Hb  SC  was  2.81%,  0.03%,  and  0.01%,  respectively,  for  a 
total  prevalence  of  2.85%  hemoglobin  S in  the  population 
studied.  Hemoglobin  C occurred  in  0.41%  of  the  population 
surveyed.  Symptomatic  disease,  including  sickle  cell  anemia 
(HB  SS),  Hb  CC,  and  Hb  SC,  was  found  in  0.04%  of  the  people 
studied.  This  means  that  four  (4)  symptomatic  cases  were 
found  per  each  10,000  individuals,  or  1:2,500. 

The  total  prevalence  of  hemoglobin  Sand  C (3.26% ) in  this 
population  is  expected  to  result  in  one  case  of  symptomatic 
disease  (either  Hb  SS,  Hb  CC  or  Hb  SC)  per  each  3,764  births. 
The  actual  finding  of  one  patient  per  each  2,500  individuals 
tested  is  about  50%  higher  than  the  theoretical  or  expected 
incidence.  This  discrepancy  is  probably  explained  on  the  basis 
of  a sampling  error  or  it  may  be  that  the  number  of  patients 
now  identified  are  the  result  of  a higher  prevalence  of  hetero- 
zygocity  for  hemoglobin  S and  C a few  decades  ago  in  Puerto 
Rico.  If  this  is  correct,  we  may  expect  a small  but  continual 
reduction  in  the  prevalence  of  sickle  cell  disease  in  the  Island 
in  the  next  generations. 

However,  the  best  way  to  reduce  the  incidence  of  sickle  cell 
disease  is  bv  providing  genetic  counseling  to  individuals  in  the 
reproductive  age  who  have  been  identified  as  carriers  of  sickle 
cell  hemoglobin. 

An  important  laboratory  finding  presented  in  Table  3 is 
that  3 out  of  127  individuals  who  showed  an  electrophoretic 
pattern  of  HbC  actually  had  hemoglobin  O Arab.  This  means 
that  approximately  2.4%  of  the  cases  suspected  to  have  HbC, 
on  the  basis  of  cellulose  acetate  electrophoresis,  would  have 
the  wrong  diagnosis  made  if  not  studied  further. 

Other  important  application  of  the  data  presented  in  Table 
3 is  that  one  individual  was  found  to  have  Hb  D or  G.  Inas- 
much as  HbD  and  G migrate  just  like  HbS  in  cellulose  acetate 
electrophoresis,  patients  who  seem  to  have  HbS  need  further 
studies,  such  as  citrate  Agar  electrophoresis  and  the  solubility 
test,  to  clarify  the  diagnosis.  However,  if  this  is  not  possible  for 
whatever  reason,  we  may  still  feel  comfortable  as  the 
probability  of  getting  a patient  with  HbD  or  G in  our 
community  is  extremely  rare,  only  1:29,586. 


Resumen:  Un  total  de  29,586  personas  fueron  examinadas 

en  Puerto  Rico  entre  1977  y 1981,  para  la  presencia  de 
hemoglobinas  anormales.  Los  grupos  estudiados  incluyeron 
5,770  recien  nacidos;  16,333  escolares;  996  estudiantes  del 
Recinto  de  Ciencias  Médicas  de  la  UPR;  4,320  mujeres 
embarazadas;  y 2,169  otros  adultos  en  la  edad  reproductiva.  La 
mayor  parte  de  las  personas  que  fueron  examinadas  residían  en 
la  Región  Metropolitana  de  San  Juan  y en  pueblos  cercanos. 
También  se  examinaron  personas  de  pueblos  representativos 
de  otras  regiones  geográficas  específicas  del  pais,  tales  como: 
Arecibo  (Norte),  Mayagüez  (Oeste),  Ponce  (Sur),  y Cidra  y San 
Sebastian  (Centro). 


Geographic  Distribution  of  Abnormal  Hemoglobins 
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La  prevalencia  general  de  hemoglobinas  anormales  fue 
3.3%.  La  hemoglobina  (Mb)  AS  se  encontró  en  2.81%  de  los 
individuos  examinados;  mientras  que  los  Mb  AC  estuvo  presente 
en  0.41%;  la  anemia  falciforme  (Hb  SS)  en  0.03%;  Hb  SC  en 
0.01%  v la  Hb  A O arabe  en  0.01%.  La  prevalencia  total  de 
hemoglobina  S en  la  población  estudiada  fue  2.9%.  Se  encontró 
solamente  un  caso  de  I Ib  I)  ó G entre  los  29,586  personas  a 
quienes  se  le  hicieron  pruebas. 

La  población  de  la  Región  Metropolitana  tuvo  una  prevalen- 
cia de  hemoglobina  S que  fluctuó  entre  3.1%  y 3.6%  durante 
esos  cinco  (5)  años.  Pero  otros  grupos  y pueblos  demostraron  una 
gran  variación,  la  cual  fluctuó  entre  0.7%  en  Cidra  y San 
Sebastian,  a 7.1%  en  Loíza.  La  prevalencia  de  hemoglobinas 
anormales  en  Arecibo,  Mayagüez  y Ponce  es  bastante  baja  y 
similar  entre  sí  (1.3%,  1.4%  y 1.5%,  respectivamente). 

Se  espera  que  la  prevalencia  de  los  heterocigotos  para  la  Hb 
S y C (3.3%)  en  la  población  estudiada  resulte  en  un  caso  de 
enfermedad  sintomática,  ya  sea  Mb  SS,  SC  ó CC,  por  cada 
3,764  nacimientos.  Sin  embargo,  la  enfermedad  sintomática  fue 
encontrada  en  0.04%  de  la  población  estudiada,  lo  cual  da  una 
razón  de  1:2500,  un  valor  que  es  mayor  que  la  tasa  esperada.  No 
sabemos  la  causa  de  esta  discrepancia. 
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El  Hospital  Pediátrico  Universitario  (HOPU)  trae  anual- 
mente como  Profesores  invitados  a figuras  prominentes  en  el 
campo  de  la  Pediatría.  En  la  foto  vemos  al  Dr.  Norman  E.  Leeds, 
Profesor  de  Radiología  de  la  Escuela  de  Medicina,  Albert  Eins- 
tein en  Nueva  York,  conversando  con  miembros  de  la  facultad 


médica  del  HOPU.  De  izquierda  a derecha  aparecen  el  Dr. 
Nibaldo  Cruzado,  la  Dra.  Concepción  Quiñones  de  Longo,  el  Dr. 
Leeds,  la  Dra.  Marta  Valcárcel,  actual  Directora  y Jefe  de 
Pediatría  del  HOPU  y el  Dr.  Eduardo  Mirabal-Font. 
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Anxious  patients 
improve  in  just 
a few  days 


And  what  is  more  reassuring 
to  an  excessively  anxious 
patient  than  medication  that 
promptly  starts  to  relieve  his 
discomforting  symptoms? 

Valium®  (diazepam/Roche) 
begins  working  within  30  to 
90  minutes.  Patients  continue 
to  improve  in  just  a few  days, 
and  relief  continues  through- 
out the  course  of  treatment. 

There  are  other  impor- 
tant benefits  with  Valium  as  well — along  with  its 
broad  clinical  range,  \hlium  has  an  efficacy/safety 
profile  that  few,  if  any,  drugs  can  match.  This 
record  has  been  achieved  with  extensive  clinical 
experience,  undoubtedly  including  yours.  And, 
as  you  must  have  observed,  side  effects  more 
serious  than  drowsiness,  fatigue  or  ataxia  rarely 
occur  Nevertheless,  as  with  any  CNS-acting 
agent,  patients  should  be  cautioned  about  driv- 
ing, operating  hazardous  machinery  or  ingesting 
alcohol  or  other  CNS-depressant  drugs  while 
taking  Valium. 

Yet  another  benefit  Valium  affords  is  flexibility 


Available  in  2-mg,  5-mg  and 
10-mg  scored  tablets,  Valium 
enables  you  to  titrate  dosage 
to  individual  patient  needs. 
For  the  geriatric  patient, 
a starting  dosage  of  2 to 
2V2  mg  once  or  twice  a day 
is  recommended.  And,  for 
patients  who  forget  or  skip 
medication,  you  can  prescribe 
Valrelease™  (diazepam/Roche) 
15-mg  slow-release  capsules, 
knowing  that  Valrelease  will  assure  all  the  benefits 
of  Valium  5 mg  t.i.d.  with  the  convenience  of 
once-a-day  dosage. 

Discontinuation  of  \hlium  (or  \ftlrelease) 
is  typically  as  smooth  as  its  start  in  short-term 
therapy  However,  \ftlium  and  "Valrelease  should 
be  discontinued  gradually  after  more  extended 
treatment.  As  you  diminish  dosage,  the  built-in 
tapering  action  of  \ftlium  and  Vü release  will 
help  avoid  rapidly  recurring  anxiety  symptoms 
and  symptoms  of  withdrawal,  and  will  help  ease 
the  patient’s  transition  to  independent  coping 
when  therapeutic  goals  have  been  achieved. 


...that’s  one  of 
the  unique  benefits  of 

Valium 

diazepam/Roche 


Copyright  ©1983  by  Roche  Products  Inc.  All  rights  reserved. 


For  a summary  of  product  information,  please  turn  the  page.  / ROCHE 


Valium*  ( diazepam  Roche ) (W  Iahlcts 

Valrelease  ™ ( diazepam/Rochc ) (V  slow-release  Capsules 

Injectable  Valium®  ( diazepam'Roche ) (jv 

Before  prescribing,  please  consult  complete  product  information,  a summary 
of  which  follows: 

Indications:  Management  of  anxiety  disorders,  or  short-term  relief  of  symptoms 
of  anxiety  Anxiety  or  tension  associated  with  the  stress  of  everyday  life  usually 
does  not  require  treatment  with  an  anxiolytic  Symptomatic  relief  of  acute  agita- 
tion, tremor,  impending  or  acute  delirium  tremens  and  hallucinosis  due  to  acute 
alcohol  withdrawal,  adjunctively  in:  relief  of  skeletal  muscle  spasm  due  to  reflex 
spasm  to  local  pathology;  spasticity  caused  by  upper  motor  neuron  disorders; 
athetosis;  stiff-man  syndrome  Oral  forms  may  be  used  adjunctively  in  convulsive 
disorders,  but  not  as  sole  therapy.  Injectable  form  may  also  be  used  adjunctively 
in:  status  epilepticus;  severe  recurrent  seizures;  tetanus;  anxiety,  tension  or  acute 
stress  reactions  prior  to  endoscopic/surgical  procedures,  cardioversion. 

The  effectiveness  of  diazepam  in  long-term  use,  that  is,  more  than  4 months,  has 
not  been  assessed  by  systematic  clinical  studies  The  physician  should  periodi- 
cally reassess  the  usefulness  of  the  drug  for  the  individual  patient 
Contraindications:  Tablets  or  capsules  in  children  under  6 months  of  age; 
known  hypersensitivity;  acute  narrow  angle  glaucoma;  may  be  used  in  patients 
with  open  angle  glaucoma  who  are  receiving  appropriate  therapy. 

Warnings:  As  with  most  CNS-acting  drugs,  caution  against  hazardous  occupations 
requiring  complete  mental  alertness  (eg.,  operating  machinery,  driving).  With- 
drawal symptoms  similar  to  those  with  barbiturates  and  alcohol  have  been 
observed  with  abrupt  discontinuation,  usually  limited  to  extended  use  and 
excessive  doses  Infrequently,  milder  withdrawal  symptoms  have  been  reported 
following  abrupt  discontinuation  of  benzodiazepines  after  continuous  use,  gen- 
erally at  higher  therapeutic  levels,  for  at  least  several  months  After  extended 
therapy,  gradually  taper  dosage  Keep  addiction-prone  individuals  (drug  addicts 
or  alcoholics)  under  careful  surveillance  because  of  predisposition  to  habitua- 
tion/dependence. 

Usage  in  Pregnancy:  Use  of  minor  tranquilizers  during  first  trimester 
should  almost  always  be  avoided  because  their  use  is  rarely  a matter  of 
urgency  and  because  of  increased  risk  of  congenital  malformations,  as 
suggested  in  several  studies.  Consider  possibility  of  pregnancy  when 
instituting  therapy;  advise  patients  to  discuss  therapy  if  they  intend  to 
or  do  become  pregnant. 

oral  Advise  patients  against  simultaneous  ingestion  of  alcohol  and  other  CNS 
depressants. 

Not  of  value  in  treatment  of  psychotic  patients;  should  not  be  employed  in  lieu 
of  appropriate  treatment.  When  using  oral  forms  adjunctively  in  convulsive  dis- 
orders, possibility  of  increase  in  frequency  and/or  severity  of  grand  mal  seizures 
may  require  increase  in  dosage  of  standard  anticonvulsant  medication;  abrupt 
withdrawal  in  such  cases  may  be  associated  with  temporary  increase  in  fre- 
quency and/or  severity  of  seizures. 

injectable  To  reduce  the  possibility  of  venous  thrombosis,  phlebitis,  local  irritation, 
su'elling  and,  rarely,  vascular  impairment  when  used  I V:  inject  slowly,  taking  at 
least  one  minute  for  each  5 mg  (1  ml)  given,  do  not  use  small  veins,  i.e.,  dorsum 
of  hand  or  wrist , use  extreme  care  to  avoid  intra-arterial  administration  or 
extravasation  Do  not  mix  or  dilute  with  other  solutions  or  drugs  in  syringe  or 
infusion  flask  If  it  is  not  feasible  to  administer  Injectable  Valium  directly  IV,  it 
may  be  injected  slowly  through  the  infusion  tubing  as  close  as  possible  to  the 
vein  insertion 

Administer  with  extreme  care  to  elderly,  very  ill,  those  with  limited  pulmonary 
reserve  because  of  possibility  of  apnea  and/or  cardiac  arrest;  concomitant  use 
of  barbiturates,  alcohol  or  other  CNS  depressants  increases  depression  with 
increased  risk  of  apnea;  have  resuscitative  facilities  available  When  used  with 
narcotic  analgesic  eliminate  or  reduce  narcotic  dosage  at  least  1/3,  administer  in 
small  increments.  Should  not  be  administered  to  patients  in  shock,  coma,  acute 
alcoholic  intoxication  with  depression  of  vital  signs 

Has  precipitated  tonic  status  epilepticus  in  patients  treated  for  petit  mal  status  or 
petit  mal  variant  status.  Not  recommended  for  OB  use. 

Efficacy/safety  not  established  in  neonates  (age  30  days  or  less),  prolonged  CNS 
depression  observed.  In  children,  give  slowly  (up  to  0.25  mg/kg  over  3 minutes) 
to  avoid  apnea  or  prolonged  somnolence;  can  be  repeated  after  15  to  30  min- 
utes. If  no  relief  after  third  administration,  appropriate  adjunctive  therapy  is 
recommended. 

Precautions:  If  combined  with  other  psychotropics  or  anticonvulsants,  carefully 
consider  individual  pharmacologic  effects  — particularly  with  known  compounds 
which  may  potentiate  action  of  diazepam,  i.e.,  phenothiazines,  narcotics,  barbitu- 
rates, MAO  inhibitors  and  antidepressants.  Protective  measures  indicated  in 
highly  anxious  patients  with  accompanying  depression  who  may  have  suicidal 
tendencies  Observe  usual  precautions  in  impaired  hepatic  function;  avoid  accu- 
mulation in  patients  with  compromised  kidney  function.  Limit  oral  dosage  to 
smallest  effective  amount  in  elderly  and  debilitated  to  preclude  ataxia  or  overse- 
dation (initially  2 to  21/2  mg  once  or  twice  daily,  increasing  gradually  as  needed 
and  tolerated). 

The  clearance  of  diazepam  and  certain  other  benzodiazepines  can  be  delayed  in 
association  with  Tagamet  (cimetidine)  administration  The  clinical  significance  of 
this  is  unclear 

injectable  Although  promptly  controlled,  seizures  may  return;  readminister  if 
necessary;  not  recommended  for  long-term  maintenance  therapy.  Laryngospasm/ 
increased  cough  reflex  are  possible  during  peroral  endoscopic  procedures;  use 
topical  anesthetic,  have  necessary  countermeasures  available.  Hypotension  or 
muscular  weakness  possible,  particularly  when  used  with  narcotics,  barbiturates 
or  alcohol  Use  lower  doses  (2  to  5 mg)  for  elderly/debilitated 
Adverse  Reactions:  Side  effects  most  commonly  reported  were  drowsiness, 
fatigue,  ataxia.  Infrequently  encountered  were  confusion,  constipation,  depres- 
sion, diplopia,  dysarthria,  headache,  hypotension,  incontinence,  jaundice, 
changes  in  libido,  nausea,  changes  in  salivation,  skin  rash,  slurred  speech, 
tremor,  urinary  retention,  vertigo,  blurred  vision.  Paradoxical  reactions  such  as 
acute  hyperexcited  states,  anxiety,  hallucinations,  increased  muscle  spasticity, 


insomnia,  rage,  sleep  disturbances  and  stimulation  have  been  reported;  should 
these  occur,  discontinue  drug. 

Because  of  isolated  reports  of  neutropenia  and  jaundice,  periodic  blood  counts, 
liver  function  tests  advisable  during  long-term  therapy  Minor  changes  in  EEG 
patterns,  usually  low-voltage  fast  activity,  observed  in  patients  during  and  after 
diazepam  therapy  are  of  no  known  significance. 

injectable  Venous  thrombosis/phlebitis  at  injection  site,  hypoactivity,  syncope, 
bradycardia,  cardiovascular  collapse,  nystagmus,  urticaria,  hiccups,  neutropenia. 

In  peroral  endoscopic  procedures,  coughing,  depressed  respiration,  dyspnea, 
hyperventilation,  laryngospasm/pain  in  throat  or  chest  have  been  reported. 
Dosage:  Individualize  for  maximum  beneficial  effect. 

oral  Adults:  Anxiety  disorders,  relief  of  symptoms  of  anxiety — Valium  (diaze- 
pam/Roche) tablets,  2 to  10  mg  b i d to  q.i.d.;  or  1 or  2 Vftlrelease  capsules  (15  to 
30  mg)  daily  Acute  alcohol  withdrawal — tablets.  10  mg  t.i.d.  or  q.i.d.  in  first 
24  hours,  then  5 mg  t.i.d  or  q.i.d.  as  needed,  or  2 capsules  (30  mg)  the  first 
24  hours,  then  1 capsule  (15  mg)  daily  as  needed  Adjunctively  in  skeletal  muscle 
spasm — tablets.  2 to  10  mg  t.i.d.  or  q.i.d.;  or  1 or  2 capsules  (15  to  30  mg)  once 
daily  Adjunctively  in  convulsive  disorders — tablets.  2 to  10  mg  b i d.  to  q.i.d.;  or 
1 or  2 capsules  ( 15  to  30  mg)  once  daily 

Geriatric  or  debilitated  patients  Tablets — 2 to  21 4 mg  1 or  2 times  daily  initially, 
increasing  as  needed  and  tolerated  (see  Precautions).  Capsules — 1 capsule 
(15  mg)  daily  when  5 mg  oral  Valium  has  been  determined  as  the  optimal  daily 
dose. 

Children  Tablets — 1 to  2Vi  mg  t.i.d.  or  q.i.d.  initially,  increasing  as  needed  and 
tolerated  (not  for  use  in  children  under  6 months)  Capsules — 1 capsule  (15  mg) 
daily  when  5 mg  oral  Valium  has  been  determined  as  the  optimal  daily  dose  (not 
for  use  in  children  under  6 months) 

injectable  Usual  initial  dose  in  older  children  and  adults  is  2 to  20  mg  I.M.  or  I V, 
depending  on  indication  and  severity  Larger  doses  may  be  required  in  some 
conditions  (tetanus).  In  acute  conditions  injection  may  be  repeated  within 
1 hour,  although  interval  of  3 to  4 hours  is  usually  satisfactory.  Lower  doses 
(usually  2 to  5 mg)  with  slow  dosage  increase  for  elderly  or  debilitated  patients 
and  when  sedative  drugs  are  added.  (See  'OCftrnings  and  Adverse  Reactions.) 

For  dosages  in  infants  and  children  see  below;  have  resuscitative  facilities 
available. 

I M use  by  deep  injection  into  the  muscle 

I V use:  inject  slowly,  take  at  least  one  minute  for  each  5 mg  (1  ml)  given  Do 
not  use  small  veins,  i .e  , dorsum  of  hand  or  urist  Use  extreme  care  to  avoid 
intra-arterial  administration  or  extravasation  Do  not  mix  or  dilute  Valium 
with  other  solutions  or  drugs  in  syringe  or  infusion  flask  If  it  is  not  feasible 
to  administer  Valium  directly  I V.  it  may  be  injected  slowly  through  the 
infusion  tubing  as  close  as  possible  to  the  vein  insertion 
Moderate  anxiety  disorders  and  symptoms  of  anxiety,  2 to  5 mg  l.M.  or  I V,  and 
severe  anxiety  disorders  and  symptoms  of  anxiety,  5 to  10  mg  I.M.  or  I V,  repeat 
in  3 to  4 hours  if  necessary;  acute  alcohol  withdrawal,  10  mg  I.M.  or  I V initially, 
then  5 to  10  mg  in  3 to  4 hours  if  necessary.  Muscle  spasm,  in  adults.  5 to  10  mg 
I.M  or  I V initially,  then  5 to  10  mg  in  3 to  4 hours  if  necessary  (tetanus  may 
require  larger  doses);  in  children  administer  IV  slowly,  for  tetanus  in  infants 
over  30  days  of  age.  1 to  2 mg  I.M.  or  IV,  repeat  every  3 to  4 hours  if  necessary, 
in  children  5 years  or  older.  5 to  10  mg  repeated  every  3 to  4 hours  as  needed. 
Respiratory  assistance  should  be  available. 

Status  epilepticus,  severe  recurrent  convulsive  seizures  (IV  route  preferred), 

5 to  10  mg  adult  dose  administered  slowly,  repeat  at  10-  to  15-minute  intervals  up 
to  30  mg  maximum  Repeat  in  2 to  4 hours  if  necessary,  keeping  in  mind  possi- 
bility of  residual  active  metabolites.  Use  caution  in  presence  of  chronic  lung 
disease  or  unstable  cardiovascular  status  Infants  (over  30  days)  and  children 
(under  5 years).  0.2  to  0.5  mg  slowly  even’  2 to  5 min.,  up  to  5 mg  (IV  pre- 
ferred). Children  5 years  plus,  1 mg  every  2 to  5 min.,  up  to  10  mg  (slow  I V 
preferred);  repeat  in  2 to  4 hours  if  needed.  EEG  monitoring  may  be  helpful 
In  endoscopic  procedures,  titrate  I V dosage  to  desired  sedative  response,  gener- 
ally 10  mg  or  less  but  up  to  20  mg  (if  narcotics  are  omitted)  immediately  prior  to 
procedure;  if  IV  cannot  be  used,  5 to  10  mg  I.M  approximately  30  minutes  prior 
to  procedure.  As  preoperative  medication,  10  mg  I.M  ; in  cardioversion,  5 to 
15  mg  I V within  5 to  10  minutes  prior  to  procedure.  Once  acute  symptomatology 
has  been  properly  controlled  with  injectable  form,  patient  may  be  placed  on 
oral  form  if  further  treatment  is  required. 

Management  of  Overdosage:  Manifestations  include  somnolence,  confusion, 
coma,  diminished  reflexes.  Monitor  respiration,  pulse,  blood  pressure;  employ 
general  supportive  measures,  IV  fluids,  adequate  airway  Use  levarterenol  or 
metaraminol  for  hypotension.  Dialysis  is  of  limited  value 

How  Supplied: 

oral  Valium  scored  tablets — 2 mg,  white;  5 mg,  yellow;  10  mg,  blue — bottles  of 
100  and  500,  Prescription  Paks  of  50,  available  in  trays  of  10;  Tel-E-Dose®  pack- 
ages of  100,  available  in  trays  of  4 reverse-numbered  boxes  of  25  and  in  boxes 
containing  10  strips  of  10 

Vilrelease  (diazepam/Roche)  slow-release  capsules — 15  mg  (yellow  and  blue), 
bottles  of  100,  Prescription  Paks  of  30. 

injectable  Ampuls,  2 ml,  boxes  of  10;  Vials,  10  ml,  boxes  of  1;  Tel-E-Ject®  (dis- 
posable syringes),  2 ml,  boxes  of  10  Each  ml  contains  5 mg  diazepam,  com- 
pounded with  40%  propylene  glycol,  10%  ethyl  alcohol,  5%  sodium  benzoate 
and  benzoic  acid  as  buffers,  and  1.5%  benzyl  alcohol  as  preservative 
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Abstract:  Prospective  evaluation  of  73  consecutive  cases 

of  Acute  Lymphoblastic  Leukemia  diagnosed  between  July 
1980  and  July  1983  are  analized.  The  presenting  sign  and 
symptoms  of  these  patients  are  described  and  compared  to 
previously  published  studies.  No  significant  difference  is  noted 
between  the  predominantly  hispanic  population  reported  and 
the  referenced  population. 

Introduction 

Before  the  advent  of  effective  therapy,  the  heterogeneity 
of  presenting  sign  and  symptoms  of  acute  leukemias 
was  recognized.  With  the  development  of  modern  therapy 
different  prognostic  indicators  were  identified  and  universally 
accepted.1  Race  has  been  considered  by  some  groups  to  affect 
prognosis.2  In  particular,  it  has  been  suggested  that  hispanic 
background  is  a poor  prognostic  sign.  In  an  effort  to 
determine  if  there  is  any  difference  in  the  biological  behavior 
of  acute  lymphoblastic  leukemia  in  children  with  hispanic 
background,  all  cases  treated  by  the  Department  of  Pediatrics 
of  the  University  of  Puerto  Rico  between  July  1980  and  July 
1983  were  selected  for  analysis.  Special  attention  was  given  to 
the  presence  of  significant  signs  and  symptoms  at  the  time  of 
diagnosis. 

Methods 

I.  Definition 

A diagnosis  of  Acute  Lymphoblastic  Leukemia  (ALL)  is 
made  on  the  basis  of  greater  than  25%  lymphoblasts  in  an 
adequate  bone  marrow  specimen.  Wright’s  stain  marrow 
smears  are  used  to  determine  the  subtype  of  lymphocytic 
leukemia  in  agreement  with  the  French-American-British 
(FAB)  classification.3  Special  cytochemical  stains  were 
sometimes  helpful. 
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During  the  study  period  100  cases  of  leukemia  were 
classified' as  follows: 

Acute  Lymphoblastic  Leukemia  80% 

Acute  Non-Lymphocytic  Leukemia  18% 

Chronic  Myelocytic  Leukemia  2% 

Children  with  undifferentiated  blasts  were  considered  to 
have  acute  lymphocytic  leukemia  and  are  included  in  this 
report.  The  referral  pattern  of  our  institutions  establishes  that 
patients  less  than  21  years  are  treated  under  our  protocols. 
For  this  reason  the  determined  age  range  in  this  study  is  from 
birth  to  21  years  of  age. 

II.  Features  Analyzed 

A variety  of  features  observed  at  the  time  of  diagnosis 
were  tabulated  for  all  73  patients.  Thorough  review  of  chief 
complaints  and  history  of  present  illness  was  done  to 
determine  the  first  probable  symptom  associated  with  the 
presence  of  the  disease.  All  other  related  signs  and  symptoms 
that  developed  afterwards  were  also  tabulated.  Hemato- 
logical parameters  at  the  time  of  diagnosis  were  analyzed. 
The  peripheral  smear  of  diagnosed  patients  were  examined 
by  two  independent  observers.  The  sex  and  age  distribution  at 
the  time  of  diagnosis  is  included. 

Results 

I.  Sex  and  Age 

Of  the  study  population,  40  patients  were  male  and  32 
female.  A 1.25  male  to  female  ratio  is  noted,  the  male 
predominance  being  in  accordance  to  other  series.5  6 7 Figure 
1 represents  the  age  distribution  at  diagnosis.8 

A peak  incidence  is  noted  between  2 and  5 years  of  age. 
This  predominance  is  peculiar  to  ALL  and  is  universally 
confirmed.5  6 7 


Figure  1 
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II.  Morphology 

Morphologic  subclassification  is  depicted  in  Table  1.  The 
predominance  of  L,  morphology  is  typical  of  the  pediatric 
population.4  The  case  of  L3  morphology  was  confirmed  as  a 
B-Cell  Leukemia. 


TABLE  1 


Lymphoblast  Morphology 
(FAB  Classification) 

L, 

61 

83% 

U 

12 

16% 

U 

1 

1% 

III.  Clinical  Manifestation 

Table  3 presents  the  most  significant  sign  and  symptoms 
at  time  of  presentation.  Fever  was  the  most  common  sign 
present  in  about  half  of  the  patients.  In  most  cases  it  was 
prolonged  and  without  any  objective  evidence  of  inflamma- 
tion. The  majority  of  patients,  82%,  had  a combination  of 
presenting  sign  and  symptoms.  In  13  cases  bone  pain  had 
been  present  as  the  sole  symptom  for  a period  of  time. 
Radiographical  evaluation  was  helpful  in  about  half  of  these 
cases  in  making  the  right  diagnosis. 


TABLE  2 


Sign  and  Symptoms 

Fever 

38/73 

52% 

Bone  Pain 

15/73 

20% 

Bleeding  Manifestations 

10/73 

14% 

Physical  Findings 


Pallor 

22/73 

30% 

Hepatosplenomegaly 

21/73 

29% 

Adenopathy 

20/73 

27% 

Echimotic  lesion  as  a manifestation  of  thrombocytopenia 
without  any  other  abnormality  was  observed  in  two  patients. 
The  other  “complete  blood  count”  parameters  were  within 
normal  range  in  these  two  cases. 

Six  cases  had  abnormally  large  adenopathy  as  the  first 
sign  of  leukemia.  This  was  characterized  as;  localized  (i.e. 
large  bilateral  head  and  neck  or  large  inguinal),  non  painful 
and  progressive.  Blood  counts  were  normal  in  four  of  these 
six  cases  (Table  3).  Over  half  of  the  patients  (55%)  had  WBC 
counts  below  10,000/mm.3  Most  patients  (77%)  had  normo- 
cytic  nomochromic  anemia,  in  one  case  as  low  as  2.7  gm  of 
Hgb.  Even  though  only  14%  of  the  patients  had  bleeding 
manifestations,  55%  had  platelet  counts  below  50,000/mm.3 

Several  cases  had  unique  presentation.  A five  year  old 
male  patient  had  persistent  splenomegaly  for  eight  months 
prior  to  demonstrating  abnormalities  in  the  blood  counts.  A 
15  year  old  male  patient  had  chest  pain,  the  chest  x-ray 
demonstrated  a large  mediastinal  mass  with  pleural  effusion. 
One  case  was  completely  asymptomatic  and  found  to  have 
anemia  on  a routine  evaluation,  she  was  treated  with  iron 
therapy  until  she  developed  additional  signs. 

In  two  cases  the  affected  patient  was  one  of  identical 
twins.  A male  pair  and  a female  pair.  In  neither  case  has  the 
sibling  been  affected. 

Recognizable  genetically  determined  susceptibility  to 
leukemia  (Down’s,  Bloom’s  syndrome)  were  not  present  in 
our  study  group. 


TABLE  3 


White  Blood  Count 

< 1,000 

01% 

1,000  - 5,000 

26% 

5,000  - 10,000 

28% 

10,000  - 20,000 

28% 

30,000  - 90,000 

10% 

>100,000 

06% 

Hemoglobin 

<6  gm 

30% 

7-8  gm 

25% 

9-10  gm 

22% 

11-12  gm 

11% 

> 13  gm 

11% 

Platelets 

< 10,000 

14% 

20,000  - 50,000 

41% 

60,000  - 90,000 

16% 

>100,000 

29% 
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Discussion 

Although  leukemia  is  primarily  a disease  of  the  bone 
marrow  and  peripheral  blood,  any  organ  or  tissue  may  be 
infiltrated  by  the  abnormal  cells.  The  biological  subtypes  of 
lymphoid  malignancies  are  related  to  distinct  clinical 
presentations.  Examples  of  these  are  African  Burkitfs 
Lymphoma  with  predominant  jaw  infiltration,  T-Cell  ALL 
with  predominance  of  adolescent  male  patients  and  high 
WBC  counts. 

The  analysis  of  73  consecutive  cases  of  Puerto  Rican 
children  show  no  significant  difference  from  the  mode  of 
presentation  of  other  children  with  ALL  reported  by  others, 
suggesting  similar  biological  subtypes.  The  uniqueness  of  this 
report  is  that  the  patients  are  from  an  ethnic  (hispanic)  and 
geographically  (Island  of  Puerto  Rico)  definite  area.  No 
predominant  syndrome  was  recognized  and  our  patient 
population  merge  well  into  the  larger  series.5  6 7 

It  has  been  recognized  that  prompt  diagnosis  and  specific 
management  decreases  morbidity.  Bleeding  manifestation 
and/or  significant  thrombocytopenia  (less  than  20,000 
platelets/mm3)  should  be  treated  with  platelet  transfusion  (4 
units  of  platelets  per  m2  of  surface  area).  Fever  in  the  presence 
of  neutropenia  (less  than  500  neutrophile  per  mm3)  should  be 
treated  with  antibiotics  after  appropriate  cultures.  We 
recommend  cefazolin  and  gentamycin,  both  intravenously. 
Severe  symptomatic  anemia  should  be  managed  with 
transfusion  of  packed  red  cells  (10  cc  of  PRBC/kg).  Prompt 
confirmation  of  the  diagnosis  and  institution  of  specific 
therapy  is  mandatory.  All  the  patients  reported  here  received 
induction  therapy,  only  one  had  significant  morbidity; 
gastrointestinal  bleeding  secundary  to  arteriovenous  mal- 
formation. 

Several  recommendations  are  re-afirmed  by  this  analysis:4 

1.  Proper  evaluation  of  un-explained  persistent  bone  pain 
or  splenomegaly. 

2.  The  confirmation  of  idiopathic  thrombocytopenia  pur- 
pura by  bone  marrow  aspiration,  particularly  prior  to 
treatment  with  steroids. 

3.  Prolongued  follow-up  of  unusual  adenopathy,  specially 
if  non-tender,  unilateral  and  progressive. 

4.  Fever  as  an  infrequent  but  definite  presenting  sign  of 
leukemia. 

Conclusion 

This  report  suggest  similarities  in  the  biological 
behavior  of  the  Acute  Lymphoblastic  Leukemias  diag- 
nosed in  Puerto  Rican  children  and  those  reported  in 
other  centers. 

Resumen:  Setenta  y tres  casos  consecutivos  de  leucemia 

linfocítica  aguda  diagnosticados  entre  julio  de  1980  y julio 
de  1983  fueron  considerados  para  análisis.  Los  signos  y 
síntomas  al  momento  del  diagnóstico  son  descritos  y 
comparados  con  series  anteriormente  publicadas.  No  se 
notó  diferencia  entre  la  población  hispana  descrita  y las 
poblaciones  de  referencia. 
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Abstract:  Ten  patients,  ages  8 to  18  years,  with  dual  cham- 

ber demand  pacemakers  implanted  from  February,  1982  are 
presented.  The  indications  for  pacemaker  implantation  were 
sinoatrial  node  dysfunction  in  6 and  complete  atrioventricular 
block  in  4.  All  had  symptoms  associated  to  bradycardia  and 
none  had  significant  congenital  heart  disease.  Electrophysi- 
ological  studies  were  performed  in  seven  patients.  Two  had 
evidence  of  retrograde  conduction  and  received  fully  automatic 
units  with  programmable  atrial  refractory  periods.  Epi- 
myocardial  leads  were  used  in  6 and  endocardial  leads  in  four. 
The  most  common  complication  was  pericardial  effusion  with 
postcardiotomy  syndrome  only  in  those  with  epimyocardial 
leads.  Additional  problems  encountered  were:  diaphragmatic 
stimulation,  loss  of  atrial  capture,  atrial  undersensing  and 
others,  most  of  which  were  resolved  with  non-invasive 
reprogramming  of  the  unit.  Pacemaker  mediated  reentry 
tachycardia  was  not  observed.  Follow-up  has  been  from  2.5  to 
17.5  months.  Two  deaths  have  been  attributed  to  cardio- 
myopathy. One  patient  is  followed  elsewhere.  The  remaining 
seven  patients  are  asymptomatic. 

High  grade  atrioventricular  (AV)  block  with  associated 
symptoms  was  the  primary  indication  for  ventricular 
pacemaker  implantation  in  children.1'3  With  the  advent  of 
more  sophisticated  electrophysiologic  study  techniques,  the 
identification  of  a wider  group  of  high  risk  patients  with 
potentially  serious  specific  impulse  formation  and  conduction 
disturbances  has  become  a reality.4' 5 In  addition,  evermore 
complex  and  frequent  open  heart  surgical  procedures  have 
produced  a steady  rise  in  the  incidence  of  iatrogenic  sinoatrial 
node  dysfunction  (SND)  and  complete  AV  block.6-7  Recent 
developments  in  artificial  dual  chamber  cardiac  stimulation 
have  provided  the  advantages  of  “physiologic”  and  atrial 
synchronized  pacing  preserving  the  orderly  and  hemo- 
dynamically  beneficial  atrial  and  then  ventricular  contrac- 
tion sequence.8'10  This  report  presents  our  experience  with 
dual  chamber  cardiac  pacemakers  in  children  with  SND  and 
complete  AV  block. 


From  the  University  Pediatric  Hospital,  Department  of  Pediatrics, 
University  of  Puerto  Rico  Medical  Sciences  Campus,  San  Juan,  Puerto  Rico. 


Pa'tient  description:  Our  study  group  consists  of  10 
patients  (3  males,  7 females)  aged  to  8 to  18  (mean  13  years) 
who  underwent  dual  chamber  pacemaker  implantation  from 
February  1982  to  April,  1983.  Two  had  mitral  valve  prolapse 
without  associated  tachydysrhythmias.  None  had  previous 
cardiac  surgery. 

Clinical  studies:  The  initial  evaluation  of  each  patient 
included  complete  history  and  physical  examination  with 
emphasis  on  cardiovascular  and  neurologic  examination. 
Chest  radiography,  electrocardiography  and  ambulatory 
monitoring  were  performed  in  all  patients.  Echocardiography 
and  exercise  testing  were  performed  in  most. 

Electrophysiologic  evaluation:  Seven  patients  underwent 
a basic,  intracardiac  electrophysiologic  study  (EPS)  prior  to 
pacemaker  implantations.  None  were  receiving  drugs  at  the 
time  of  study.  Resting  and  pacing  A-H  and  H-V  intervals,  as 
well  as  corrected  sinus  node  recovery  time  (CSNRT),  were 
determined.  Atrial  and  ventricular  stimulation  at  various 
cycle  lengths  was  performed,  with  emphasis  on  AV  node 
(AVN)  response  to  stimulation.  When  retrograde  (VA) 
conduction  was  confirmed,  maximal  V-A  intervals  were 
measured.  Constant  monitoring  of  femoral  artery  pressure 
was  included  in  the  protocol. 

Treatment:  Multimode,  programmable,  dual  chamber 
demand  pacemakers  were  implanted  in  all  10  patients. 
Ventricle  stimulating,  dual  chamber  sensing  (VDD)  units 
were  used  in  those  patients  with  complete  AV  block  without 
SND.  Dual  chamber  stimulating,  dual  chamber  sensing 
(DDD)  units  were  used  for  those  patients  showing  SND.  Two 
patients  with  SND  associated  to  cardiomyopathy  also 
received  digitalis.  Clinical  follow-up  has  been  from  2.5  to  17.5 
months  (mean  13.2  months)  in  9 of  the  10  patients  and  has 
included  post  implantation  assessment  of  pacemaker  function, 
inhospital  patient  education,  history  and  physical  examina- 
tion, serial  electrocardiograms  and  24-hour  ambulatory  monitor- 
ing. Exercise  testing  has  been  performed  in  most.  Echo- 
cardiography was  performed  in  9. 


Results 

Table  I summarizes  the  features  of  the  patients  with  SND. 
Table  II  summarizes  the  data  obtained  from  the  group  with 
complete  AV  block  without  SND. 

Six  patients  had  clinical  evidence  of  SND  and  were 
symptomatic.  Syncope  had  ocurred  in  3,  dizziness  in  5 and 
chest  pain  in  4.  Sinus  bradycardia  with  or  without  wandering 
pacemaker  was  present  in  all.  Sinus  pause  or  arrest  was 
present  in  all  except  one.  One  patient  presented  tachy/ 
bradydysrhythmias.  Two  patients,  who  were  judged  to  have 
associated  dilated  cardiomyopathy,  had  cardiomegaly.  One 
patient  had  echocardiographic  evidence  of  mitral  valve 
prolapse.  Five  of  the  six  patients  underwent  electrophysi- 
ological  studies  and  all  had  evidence  of  SND  (CSNRT>275 
msec).11  Three  had  EPS  findings  suggestive  of  AVN 
dysfunction  and  two  had  evidence  of  VA  conduction.  One 
patient  with  SND  without  VA  conduction  also  had  complete 
antegrade  AV  block.  The  diagnosis  of  SND  in  the  one  patient 
who  did  not  undergo  EPS  was  made  on  the  basis  of  clinical 
evaluation  and  electrocardiography. 

Four  patients  had  complete  AV  block  without  evidence 
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of  SND.  All  gave  a history  of  significant  dizziness.  Two  of 
them  complained  of  chest  pains.  Minimal  ventricular  rates  in 
these  patients  were  40  beats  per  minute  or  less.  The  QRS 
complexes  were  narrow  in  all.  One  patient  had  cardiomegaly 
and  another  had  echocardiographic  evidence  of  mitral  valve 
prolapse.  EPS  were  performed  in  two  of  the  four  patients. 
Both  had  supra-His  block,  normal  CSNRT  and  no  evidence 
of  VA  conduction.  Two  of  the  patients  had  complete  AV 
block  alternating  with  Mobitz  II  second  degree  AV  block. 


Juan  Villafañe.  MD.  el  at 

Two  patients  (3  and  4 - Table  I)  with  SND  and  confirmed 
VA  conduction  and  one  patient  without  evidence  of  VA 
conduction  received  DDD  pacemakers  with  programmable 
atrial  refractory  period.12  Epimyocardial  electrodes  were 
implanted  using  the  subxyphoid  approach  in  six  patients. 
Endocardial  electrodes  were  used  in  four  patients  via  the 
subclavian  vein.  One  of  these  patients  had  previous  epi- 
myocardial leads  complicated  with  pacemaker  pocket  infec- 
tion. 


TABLE  I 


Sino-Atrial  Node  Dysfunction  (Cardiovascular  Data) 

Cardio- 

EPS 

Patient 

Age  (yrs.) 

Syncope 

Dizziness 

Chest  Pain 

H.R. 

megaly 

SND 

AVND 

V-A  cond. 

1.  RM(a) 

8 

0 

+ 

+ 

< 40 

0 

+ 

0 

2.  JR 

14 

0 

+ 

+ 

4y 

A 

0 

+ 

+ 

0 

3.  BC 

13 

+ 

+ 

+ 

50 

0 

+ 

+ 

+ 

4.  PP 

17 

+ 

+ 

0 

45 

+ 

+ 

0 

+ 

5.  YV(b) 

18 

0 

+ 

+ 

35 

0 

+ 

+ 

0 

6.  G1 

9 

+ 

0 

0 

40 

+ 

Totals  6 pts. 

3 to  6 

5 to  6 

4 of  6 

2 of  6 

5 of  5 

3 of  4 

of  5 

(a)  Has  associated  Supra-His  Complete  A-V  Block  (b)  Has  associated  trifascicular  disease. 

HR  = Minimal  heart  rate;  EPS  = electrophysiologic  study;  SND  = sinoatrial  node  dysfunction; 
AVND  = atrioventricular  node  dysfunction;  V-A  cond.  = retrograde  (ventriculoatrial)  conduction. 
< = less  than;  tachy-bradydysrhythmia. 


TABLE  II 


Complete  Atrio  Ventricular  Block  (Cardiovascular  Data) 

Cardio- 

EPS 

Patient 

Age  (yrs.) 

Syncope 

Dizziness 

Chest  Pain 

H.R. 

megaly 

SND 

AVND  V-A  cond. 

7.  AL 

15 

0 

+ 

0 

<40 

+ 

8.  LM 

16 

0 

+ 

+ 

<40 

0 

9.  WI 

12 

0 

+ 

+ 

40 

0 

+ 

0 0 

10.  RC 

9 

0 

+ 

0 

40 

0 

+ 

0 0 

Totals  4 pts. 

0 of  4 

4 of  4 

2 of  4 

I of  4 

VR  = Minimal  ventricular  rate;  EPS  — electrophysiologic  study;  SHB  = supra  - His  block;  SND  = sinoatrial  node  dysfunc- 
tion; V-A  cond.  = retrograde  (ventriculoatrial)  conduction.;  < = less  than. 
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Table  III  summarizes  the  complications  encountered.  All 
except  one  of  the  six  patients  with  epimyocardial  leads 
developed  mild  to  moderately  severe  pericardial  effusions 
shortly  after  implantation  requiring  hospitalization  for  more 
than  two  weeks.  Four  of  these  5 developed  post  cardiotomy 
syndrome  and  three  required  steroid  therapy.  None  of  the 
patients  with  endocardial  leads  stayed  at  the  hospital  longer 
than  expected. 

Diaphragmatic  stimulation  was  present  in  3 patients  with 
epimyocardial  leads  and  2 patients  with  endocardial  leads 
and  was  resolved  in  all  with  pacemaker  reprogramming.  Loss 
of  atrial  capture  was  found  in  2 patients  with  epimyocardial 
leads  and  was  resolved  in  one.  Atrial  undersensing  was 
present  in  2 patients  with  epimyocardial  and  3 patients  with 
endocardial  leads.  Pacemaker  reprogramming  solved  this 
problem  in  all  except  one  patient  with  epimyocardial  leads. 
Late  high  ventricular  stimulation  thresholds,  ventricular 
undersensing  and  loss  of  ventricular  capture  were  present  in 
one  patient  with  significant  cardiomyopathy  and  epimyo- 
cardial leads.  One  patient  with  endocardial  leads  had 
intermittent  loss  of  ventricular  capture  resolved  with  re- 
programming. High  ventricular  stimulation  thresholds  with- 
out loss  of  capture  was  present  in  two  patients  with 
endocardial  leads.  One  patient  had  significant  blood  loss 
associated  w’th  technical  difficulties  during  endocardial  lead 
implantation. 

The  two  patients  with  dilated  cardiomyopathy  died  3 and 
7 months  after  pacemaker  implantation  of  complications 
unrelated  to  the  pacemaker.  In  fact,  both  patients  had 
significant  improvement  in  their  quality  of  life  after  implanta- 
tion. One  patient  is  followed  elsewhere.  The  remaining  7 
patients  are  asymptomatic,  leading  normal  lives  and  without 
evidence  of  pacemaker  mediated  complications. 


TABLE  III 


Complications 

Electrode  Leads 

Epimyocardial 

Endocardial 

(6  patiens) 

(4  patients) 

Pericardial  Effusion 

5 

0 

Postcardiotomy  Syndrome 

4 

0 

Prolonged  Hospital  Stay 

6 

0 

Diaphragmatic  Stimulation 

3(a) 

2(a) 

Loss  of  Atrial  Capture 

2(b) 

0 

Atrial  Undersensing 

2(b) 

3(a) 

Loss  of  Ventricular  Capture 

Kc) 

1(a) 

Ventricular  Undersensing 

1(c) 

0 

High  Ventricular  Threshold 

1(c) 

2 

Significant  Blood  Loss 

0 

1 

(a)  resolved  with  reprogramming 

(b)  one  resolved  with  reprogramming 

(c)  patient  number  4 with  SND  and  cardiomyophaty 


Discussion 

Prior  to  1982,  the  most  common  (86%)  indication  for 
pacemaker  implantation  at  our  institution  was  symptomatic 
complete  AV  block  (25%  post-surgical).  All  of  these  were 
single  chamber,  ventricular  units.3  Better  and  more  complex 
evaluation  of  patients  with  symptoms  compatible  with  low 
cardiac  output  has  identified  an  increasing  number  of 
patients  with  SND  that  need  pacing  for  relief  of  symptoms. 
Our  experience  compares  with  that  of  other  centers  in  that  of 
the  last  12  patients  requiring  pacemaker  implantation  an 
increased  number  (50%)  had  SND.2'13  The  remaining  patients 
had  complete  AV  block.  Two  of  the  latter  received 
ventricular  inhibited,  single  chamber  units  and  are  not 
included  in  this  report. 

The  most  frequent  symptoms  identified  were  dizziness 
and  chest  pain  associated  to  low  heart  rates,  in  sharp  contrast 
with  Adams-Stokes  episodes  as  the  most  frequent  symptom 
previously  reported  at  our  institution.3  The  current  trend  is  to 
implant  pacemakers  in  patients  with  identified  potentially 
serious  conditions  before  the  development  of  catastrophic 
manifestations.1' 14 

Pericardial  effusion,  postcardiotomy  syndrome  and  pro- 
longed hospital  stay  were  the  most  common  complications 
but  only  in  the  group  with  epimyocardial  leads.  From  1960  to 
1981  we  had  observed  an  incidence  of  pericardial  effusion  of 
only  8%  in  our  patients  with  one  epimyocardial  ventricular 
lead.  The  precipitating  factor  for  this  increased  incidence 
may  be  the  location  of  the  atrial  epimyocardial  lead  creating  a 
greater  friction  area  against  the  periardium  than  a single 
ventricular  lead.  Increased  trauma  during  implantation  must 
also  be  considered.  The  use  of  endocardial  leads  may  prevent 
the  development  of  these  complications  as  suggested  by  the 
absence  of  effusion  and  postcardiotomy  syndrome,  and  an 
expected  hospital  stay  in  our  patients  with  endocardial 
electrodes. 

Diaphragmatic  stimulation  was  seen  in  50%  of  our 
patients  including  2 patients  with  endocardial  leads.  Non- 
invasive  reprogramming  of  the  pacing  unit  resulted  in  the 
solution  of  this  problem  in  all  5 patients.  We  feel  that 
diaphragmatic  stimulation  does  not  constitute  a serious 
problem  when  considering  the  use  of  dual  chamber  pace- 
makers with  external  programming. 

Atrial  undersensing  was  found  both  in  patients  with 
endocardial  and  with  epimyocardial  leads.  Our  incidence  is 
higher  than  reported  elsewhere.15  Nevertheless,  in  all  except 
one  case,  non-invasive  reprogramming  was  successful, 
therefore  not  loosing  the  atrial  tracking  capability  of  the 
implanted  units. 

Most  of  the  remaining  post-implantation  problems  were 
also  resolved  with  non-invasive  reprogramming  except  those 
that  developed  seven  months  after  implantation  in  a patient 
with  dilated  cardiomyopathy. 

Pacemaker  mediated  reentry  tachycardia  is  reported  not 
to  be  an  uncommon  complication  of  dual  chamber  pacema- 
kers with  short  and  non-programmable  atrial  refractory 
period.15'  16  We  have  not  encountered  this  problem  in  our 
study  group,  which  is  free  of  ventricular  ectopy.  Our  patients 
are  now  tested  for  VA  conduction  prior  to  implantation  and, 
when  confirmed,  receive  units  with  programmable  atrial 
refractory  periods.  This  way  we  expect  to  see  few,  if  any, 
pacemaker  mediated  reentry  tachycardias, 
f At  present,  our  surviving  patients  are  asymptomatic  enjo- 
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ying  the  benefits  of  dual  chamber,  “physiological”  pacema- 
kers. With  an  adequate  understanding  of  the  characteristics  of 
these  innovative  pacing  systems  and  their  mode  of  action,  the 
physician  should  consider  the  use  of  dual  chamber  pacema- 
kers for  children  with  selected  rhythm  disorders  and  specific 
indications. 

Resumen:  Se  presentan  diez  pacientes  del  Hospital  Pediá- 

trico Universitario  con  disfunción  del  nodo  sinoatrial  y bloqueo 
atrioventricular  completo  con  marcapasos  bicamerales.  Todos 
presentaron  síntomas  asociados  a frecuencias  cardiacas  bajas 
antes  de  la  implantación  de  los  marcapasos.  Se  discute  la  meto- 
dología de  evaluación,  el  tratamiento  y las  complicaciones  de 
éste.  La  complicación  más  frequente  fue  la  efusión  pericárdica 
con  o sin  síndrome  de  postpericardiotomía.  Otras  complicacio- 
nes fueron  resueltas  en  su  mayoría  con  la  programación  externa 
de  los  marcapasos.  Dos  pacientes  con  cardiomiopatía  fallecie- 
ron. Los  siete  pacientes  a los  cuales  se  le  ofrece  seguimiento 
están  libres  de  los  síntomas  originales. 
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Quienes  saben  de  salud 
confían  la  suya 
a Triple-S. 


A la  hora  de  escoger 
un  plan  de  salud,  la 
mayoría  de  los 
empleados  de 
hospitales  prefieren 
Triple-S. 

Ellos  saben  lo  que  necesitan  en  un  plan 
de  salud  y escogen  Triple-S.  Tú,  que  quieres 
una  buena  protección  para  tu  familia,  fíjate 
que  quienes  saben  de  salud  confían  en  Triple-S. 
TRIPLE-S  ES,  SALUD,  SALUD,  SALUD. 


Los  empleados  de  los  siguientes  hospitales 
seleccionaron  Triple-S  como  su  plan: 


AREA  METROPOLITANA 

Hospital  Ashford  Memorial 
(antes  Presbiteriano) 

Hospital  Auxilio  Mutuo 

Hospital  De  Diego 

Clínica  Fernández  García 

Doctor’s  Hospital 

Hospital  Dr.  I González  Martínez 

Hospital  El  Maestro 

Hato  Rey  Psychiatric  Hospital 

(Clínica  Julia) 

Hospital  Metropolitano 

Hospital  Mimiya 

Hospital  San  Carlos 

Hospital  San  Jorge 

Hospital  San  Martín 

Hospital  Matilde  Brenes,  Bayamón 

Hospital  San  Pablo,  Bayamán 


ISLA 

Clínica  Font,  Cayey 
Clínica  San  Rafael,  Caguas 
Hospital  Dr.  Gubem,  Fajardo 
Hospital  Dr  Pila,  Ponce 
Hospital  San  Lucas,  Ponce 
Hospital  El  Buen  Pastor,  Arecibo 
Hospital  Font  Martelo,  Humacao 
Hospital  Nuestra  Sra.  del  Rosario, 
Vega  Baja 

Hospital  Dr  Alejandro  Buitrago, 
Guayama 

Hospital  Santa  Rosa,  Guayama 


Muestra 


Presión  Arterial  en 
Niños  Puertorriqueños 
Entre  las  Edades  de 
5 a 15  Años 

Amalia  Martínez  Picó,  M.D.* 
Miguel  Laplaza  Ph.D.** 
Iván  Martínez  González,  BBA*** 
Agustín  Muñoz  Santiago,  M.D. 
Georgina  Marroig  de  Alcalde,  M.D. 

Introducción  y Descripción  General  del  Programa 

En  el  1970  se  inició  en  Puerto  Rico  un  estudio  en  niños  de 
edad  escolar  elemental  para  evaluar  su  sistema  car- 
diovascular y explorar  factores  de  riesgo  del  mismo. 

Utilizamos  dos  unidades  móviles  especialmente  diseña- 
das en  las  cuales  se  examinaron  todos  los  niños  que  compo- 
nían dicho  grupo  en  la  comunidad  bajo  estudio. 

Diez  técnicos,  dos  enfermeras  graduadas  supervisoras  y 
dos  agentes  de  enlace  participaron  en  la  evaluación  inicial 
que  consistió  en  tomar  un  historial,  palpar  los  pulsos  femora- 
les, tomar  la  presión  arterial  y examinar  el  corazón  utilizando 
el  Fonocardioselector.  4 

El  personal  vistió  un  uniforme  de  tipo  safari  de  colores 
crema  y anaranjado  y el  símbolo  de  Coralito  (Fig.  1)  para 
reducir  la  tensión  en  los  niños. 


Figura  1 


* Catedrática  Departamento  de  Pediatría,  Escuela  de  Medicina,  Recinto 
de  Ciencias  Médicas,  Universidad  de  Puerto  Rico. 

**  Catedrático  Departamento  de  Matemáticas,  Recinto  Universitario  de 
Mayagüez.  Universidad  de  Puerto  Rico. 

***  Director  Centro  de  Cómputos,  Recinto  de  Ciencias  Médicas.  Univer- 
sidad de  Puerto  Rico. 

Este  proyecto  fue  financiado  por  N!H  tí  I G03RM00065-01  - Programa 
Médico  Regional  Pediátrico  Cardiovascular ; Departamento  de  Salud  e Ins- 
trucción Estado  Libre  Asociado;  Asociación  Puertorriqueña  de!  Corazón; 
Fundación  Gogui  y Programa  de  Ciudad  Modelo  - Municipio  de  San  .Juan. 

4-  Phonocardioselector  (Heart  Sound  Diagnosis  Aid),  Humetrics  Corporation, 
Subsidiary  of  Thiokol  Chemical  Corporation.  Los  Angeles,  California. 


Se  analizan  los  resultados  de  una  muestra  de  63,960  casos 
de  niños  examinados  en  las  escuelas  elementales  públicas  y 
privadas  de  Puerto  Rico.  El  53%  masculinos  y el  47%  femeni- 
nos. Están  representadas  touas  las  comunidades  de  la  isla.  El 
76%  de  la  muestra  es  del  área  urbana  y el  24%  de  la  rural.  La 
distribución  de  edad  está  representada  en  la  tabla  1. 

Tabla  1 

DISTRIBUCION  POR  EDADES  DE  63,960 
NIÑOS  PUERTORRIQUEÑOS  ESTUDIADOS  DE  1970  A 1974 


EDAD  EN  AÑOS 

NUMERO  DE  PACIENTES 

MENOR  DE  UNO 

3 

1 

13 

2 

15 

3 

24 

4 

149 

5 

980 

6 

3882 

7 

7637 

8 

8865 

9 

9383 

10 

9729 

11 

9485 

12 

7768 

13 

3524 

14 

1483 

15 

587 

16 

181 

17 

47 

MAYORES  DE  18 

205 

TOTAL 

63960 

Metodología 

La  primera  presión  arterial  fue  tomada  por  la  técnica 
cardiovascular  utilizando  un  manguillo  que  cubrió  2/3  del 
antebrazo  derecho  y el  equipo  electrónico  Sphygmostat, 
Modelo  B-650  producto  del  Technical  Resources,  Inc.  de 
Woltham,  Mass,  para  reducir  errores  personales  (fig.  1). 
Este  se  mantenía  calibrado  con  un  manómetro  de  mer- 
curio con  el  cual  se  tomaron  las  presiones  subsiguientes,  en 
los  casos  clasificados  “sospechosos”. 

Se  utilizó  como  guía  una  “Tabla  de  Presión  Arterial  en 
Niños”  producto  de  la  información  publicada  por  los  docto- 
res Alien-Williams,  G.M.1,  Graham  A.  W.  y Hines,  E.A.,  Jr.2 

Todo  paciente  con  presión  sistólica  y/o  diastólica  sobre  la 
percentila  noventa  y cinco  (95)  fue  re-evaluado  de  inmediato 
por  otra  técnica  del  grupo.  Al  ésta  confirmar  el  resultado,  fue 
clasificado  como  “sospechoso”  y referido  a la  enfermera 
supervisora  quien  participó  en  una  tercera  y cuarta  medición 
hecha  después  de  un  período  de  descanso  que  fluctuó  entre 
los  10-30  min.  y posterior  a ejercicio. 


459 


Bol.  Asoc.  Med  P.  Rico  - Octubre  1983 


Amalia  Martínez  Picó.  MD.  el  a! 


Un  Cardiólogo  Pediatra,  re-examinó  todos  los  pacientes 
así  clasificados.  Luego  de  un  examen  médico  que  incluyó  un 
electrocardiograma  con  12  derivaciones,  refirió  el  mismo  a 
nuestro  centro  para  examen  ulterior  y seguimiento. 


Tabla  H-A 

PRESION  ARTERIAL  SISTOLICA  EN  VARONES  PUERTORRIQUEÑOS 
EDAD  EN  AÑOS 


Observaciones  sobre  las  Medidas  de  Presión 
y las  Tablas  Referentes  a esta  Medidas 

Se  hicieron  63,930  medidas  de  presión  en  números  ente- 
ros que  representan  centímetros  de  mercurio  y se  dispone  de 
su  distribución  en  las  categorías  de  sexo  (varón,  hembra), 
localización  geográfica  (zona  urbana,  zona  rural,  zona  regio- 
nal y pueblo),  edad  (de  0 a 17  años)  y localización  escolar 
(prekinder,  kinder,  grados  1 a 6). 

Estos  datos  están  archivados  en  discos  de  memoria  y son 
accesibles  para  su  elaboración  mediante  programas  adecua- 
dos. Al  tratar  categorías  concretas  pueden  aparecer  ligeras 
diferencias  en  cuanto  al  número  total  debido  a que  alguna  de 
las  informaciones  no  está  completa. 

A los  efectos  de  este  trabajo  es  importante  el  precisar  que 
la  distribución  por  sexos  es  33,275  varones  y 30,260  hembras. 
La  distribución  por  edades  está  representada  en  la  gráfica  1, 
donde  el  grupo  utilizado  para  este  estudio  (de  los  5 a los  15 
años)  aparece  sombreado. 


Gráfica  I 


PROGRAMA  PEDIATRICO  CARDIOVASCULAR 

NUMERO  DE  PACIENTES  EXAMINADOS  POR  DISTRIBUCION  DE  EDAD 
EN  PUERTO  RICO  1970-1974 
INFORME  : PRESION  ARTERIAL 
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Tabla  II-B 

PRESION 

ARTERIAL  J1IAST0LICA 

, EN 

VARONES 

PUERTORRIQUEÑOS 

EDAD  EN  AÑOS 

PERCENTILA 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

90 

70 

71 

73 

73 

75 

77 

79 

80 

81 

82 

82 

70 

63 

64 

64 

65 

68 

69 

71 

72 

73 

75 

77 

50 

61 

61 

61 

62 

63 

64 

65 

66 

67 

68 

71 

30 

58 

58 

58 

59 

59 

60 

61 

61 

62 

63 

65 

10 

55 

55 

55 

55 

56 

56 

56 

57 

57 

57 

58 

Tabla  II-C 

PRESION  ARTERIAL  SISTOLICA  EN  MUJERES  PUERTORRIQUEÑAS 

EDAD  EN  AÑOS 

PERCENTILA 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

90 

108 

109 

111 

113 

115 

118 

121 

122 

122 

122 

123 

70 

101 

102 

103 

104 

107 

110 

113 

114 

115 

117 

117 

50 

95 

97 

98 

100 

102 

104 

107 

109 

109 

111 

112 

30 

91 

92 

93 

95 

97 

99 

101 

102 

103 

104 

106 

10 

86 

86 

86 

87 

88 

91 

94 

% 

96 

97 

96 

Tabla  II-D 

PRESION 

ARTERIAL  DIASTOLICA  EN 

MUJERES  PUERTORRIQUEÑAS 

EDAD 

EN  AÑOS 

PERCENTILA 

5 

i 

7 

8 

9 

10 

11 

12 

13 

14 

15 

90 

69 

72 

73 

73 

75 

77 

80 

81 

82 

82 

82 

70 

63 

64 

64 

65 

68 

69 

72 

73 

74 

76 

76 

50 

60 

61 

61 

62 

63 

64 

66 

67 

68 

70 

71 

30 

58 

58 

58 

59 

59 

60 

61 

62 

63 

64 

65 

10 

55 

55 

55 

55 

56 

56 

57 

57 

57 

58 

58 

EDAD  EN  AÑOS 

NUMERO 

DE  149  980  3882  7637  8865  9383  9729  9485  7768  3524  1403  587  181  47 

CASOS 


Las  tablas  de  percentilas  (Tabla  II  A,  B,  C,  D)  se  han 
obtenido  a partir  de  los  datos  generales  con  el  fin  de  represen- 
tar el  desarrollo  normal  de  la  presión  entre  las  edades  de  5 a 
15  años.  Aunque  su  representabilidad  está  restringida  al 
Puerto  Rico  actual  su  utilidad  puede  extenderse  a estudios 
comparativos  de  tipo  internacional. 


Una  gráfica  (Gráfica  II  A,B)  obtenida  de  estos  datos 
puede  ser  útil  para  vigilar  el  desarrollo  del  sistema  cardiovas- 
cular y detectar  en  un  período  muy  temprano  posibles  tenden- 
cias a la  hipertensión;  se  trata  de  comprobar  si  los  valores  de 
la  presión  van  evolucionando  manteniendo  con  el  tiempo  su 
| lugar  relativo  en  la  gráfica. 

Para  obtener  los  datos  numéricos  de  las  tablas  se  han 
considerado  las  frecuencias  acumuladas  de  las  medidas  redu- 
cidas a 50,  60,  70,  80,  90,  100,  110  y 120  centímetros  de 
mercurio  y se  han  hecho  los  ajustes  de  manera  proporcional  o 
por  aproximación  lineal.  Por  ejemplo,  si  las  frecuencias  acu- 
muladas de  100  y 90mm  de  Hg  son  87%  y 63%  la  percentila 
70%  se  determina  por  la  fórmula: 
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Gráfica  II  A,B 

EVOLUCION  DE  LA  PRESION  ARTERIAL  EN 
PUERTORRIQUEÑOS  DE  5 A 15  AÑOS  DE  EDAD 

NIÑOS  NIÑAS 


Gráfica  III-B 


EVOLUCION  DE  LA  PRESION  ARTERIAL  DIASTOLICA  EN  VARONES 
PUERTORRIQUEÑOS  DE  5 A LOS  15  AÑOS  DE  EDAD 


PERCENTILA 


percentila  70%  = 90  + [(100-90)  . (70  - 63)  ^ (87-63)] 


No  se  han  considerado  en  estas  tablas  las  edades  de  0a  4 
años  y de  16  en  adelante  pues  se  dispone  de  un  número  muy 
reducido  de  medidas.  El  caso  de  edad  1 5 años  tenía  caracterís- 
ticas especiales:  el  número  de  medidas  es  mucho  más  redu- 
cido que  el  de  los  otros  casos  por  lo  que  parecía  aconsejable  el 
eliminarlo,  pero  el  comportamiento  de  las  curvas  de  presión 
en  este  punto  podría  ser  tan  significativo  que  parecía  impera- 
tiva su  inclusión.  Se  resolvió  el  dilema  usando  líneas  de 
puntos  en  esta  parte  de  las  gráficas.  (Gráfica  III  A,B,C,D) 

Gráfica  III-A 

EVOLUCION  DE  LA  PRESION  ARTERIAL  SISTOLICA  EN  VARONES 
PUERTORRIQUEÑOS  DE  5 A LOS  15  AÑOS  DE  EDAD 


Gráfica  III-C 

EVOLUCION  DE  LA  PRESION  ARTERIAL  SISTOLICA  EN  MUJERES 
PUERTORRIQUEÑAS  DE  5 A LOS  15  AÑOS  DE  EDAD 


PERCENTILA 


PERCENTILA 
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Gráfica  II1-D 

EVOLUCION  DE  LA  PRESION  ARTERIAL  DIASTOLICA  EN  MUJERES 
PUERTORRIQUEÑOS  DE  5 A LOS  15  AÑOS  DE  EDAD 

PERCENTILA 


EDAD  EN  AÑOS 


Las  restantes  gráficas  (IV  A,B,C,D;  V A,B,C,D)  se  han 
hecho  a base  de  la  mediana  de  las  medidas  originales.  La 
diferencia  entre  la  media  (tabla  II  A,B)  y Ia  mediana  es  menor 
que  dos  (2)  cm.Hg.  salvo  en  los  casos  urbano  masculino  y 

Tabla  III  A,B 

PRESION  SISTOLICA  MEDIA  Imm  Hg.  I 
EN  PUERTORRIQUEÑOS  DE  EDAD  DE  5 -15  AÑOS 


EDAD  EN 

MASCULINO 

FEMENINO 

AÑOS 

NUMERO 

MEDIA 

NUMERO 

MEDIA 

5 

491 

96.2 

470 

96.3 

6 

1994 

97.5 

1842 

97.2 

7 

3973 

98.6 

3560 

98.2 

8 

4475 

IX.  2 

4292 

99.6 

9 

4685 

102.1 

4544 

102.0 

10 

4846 

104.2 

4602 

104.2 

11 

4589 

105.5 

4557 

106.5 

12 

3930 

106.8 

3359 

IX.  3 

13 

1928 

IX.  4 

1351 

1X7 

14 

858 

109. 1 

464 

110.1 

15 

330 

112.7 

IX 

110.5 

32099 

29221 

PUERTO  RICO  1970  - 74 

PRESION  DIASTOLICA  MEDIA  Imm  Hg  I 
EN  PUERTORRIQUEÑOS  DE  EDAD  DE  5-15  AÑOS 


EDAD  EN 

AÑOS 

MASCULINO 

FEMENINO 

NUMERO 

MEDIA 

NUMERO 

MEDIA 

5 

492 

60.8 

471 

60.8 

6 

1992 

61.6 

1838 

61.8 

7 

3979 

62.0 

3561 

62.1 

8 

4478 

62.8 

4X7 

62.6 

9 

4701 

64.1 

4574 

64.2 

10 

4887 

65.2 

4665 

65.2 

u 

4659 

66.2 

4664 

67.0 

12 

4105 

66.9 

3522 

68.0 

13 

2038 

67.9 

1409 

68.8 

14 

931 

68.8 

507 

70.1 

15 

366 

70.9 

197 

70.5 

32628 

29715 

PUERTO  RICO  1970  - 74 

urbano  femenino,  ambos  en  los  15  años  (en  que  es  2.218  y 
2.284)  por  lo  que  los  resultados  son  esencialmente  idénticos  a 
los  que  podrían  obtenerse  usando  la  media. 

Al  comparar  las  curvas  de  presión  arterial  media  obtenida 
con  los  estandards  establecidos  en  Estados  Unidos  de  Nortea- 
mérica para  el  19773  encontramos  (Gráfica  IV  A,B,C,D) 
una  diferencia  significativa:  la  presión  arterial  media  es  más 
baja  en  nuestro  grupo.  Los  motivos  de  esta  discrepancia 
podrían  tener  interés. 

El  cambio  súbito  de  la  presión  arterial  en  el  grupo  de 
varones  de  15  años  de  edad  tanto  sistólica  como  diastólica 
aparece  en  el  análisis  de  las  curvas  de  presión  media  en  los 
grupos  urbano  y rural,  con  un  aumento  de  presión  súbita  en 
el  varón  del  grupo  urbano,  no  siendo  así  en  la  mujer,  ni  en  el 
varón  rural.  (Gráfica  V / ,B,C,D)  Deberían  investigarse  las 
causas  de  este  aumento  por  sus  posibles  aplicaciones  al  estu- 
dio de  la  calidad  de  vida  de  esos  grupos. 


Gráfica  IV-A 


COMPARACION  DE  LA  PRESION  SISTOLICA  MEDIA  EN  NIÑOS 
DE  5-15  AÑOS  DE  EDAD 
PUERTO  RICO  (1970-1974)  Y ESTADOS  UNIDOS  * 


* "REPORT OF  THE  TASK  FORCE  ON  BLOOD  PRESSURE  CONTROL 
IN  CHILDREN"  PEDIATRICS  SUPPLEMENT  39  (3):  797-820 

MAY  1977 
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Gráfica  IV-B 


Gráfica  IV-D 


COMPARACION  DE  LA  PRESION  DIASTOLICA  MEDIA  EN  NIÑOS 
DE  5-15  AÑOS  DE  EDAD 
PUERTO  RICO  (1970-1974)  Y ESTADOS  UNIDOS  * 


^REPORT  OF  THE  TASK  FORCEON  BLOOD  PRESSURE  CONTROL 
IN  CHILDREN"  PEDIATRJCS  SUPPLEMENT  59(5):  797-820 

MAY  1977 


COMPARACION  DE  LA  PRESION  DIASTOLICA  MEDIA  EN  NIÑAS 
DE  5-15  AÑOS  DE  EDAD 
PUERTO  RICO  (1970-1974)  Y ESTADOS  UNIDOS  * 


EDAD  EN  ANOS 

* "REPORT  OF  THE  TASK  FORCE  ON  BLOOO  PRESSURE  CONTROL 
IN  CHILDREN"  PEDIATRICS  SUPPLEMENT  59 (3):  797-820 

MAY  1977 


Gráfica  IV-C 

COMPARACION  DE  LA  PRESION  SISTOLICA  MEDIA  EN  NIÑAS 
DE  5-15  AÑOS  DE  EDAD 
PUERTO  RICO  (1970-1974)  Y ESTADOS  UNIDOS. 


Gráfica  V-A 

PRESION  ARTERIAL  (MEDIANA)  SISTOLICA  MASCULINA 
AREA  RURAL  Y URBANA 
PUERTO  RICO  1970-1974 
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Gráfica  V-B 


PRESION  ARTERIAL  (MEDIANA)  DIASTOLICA-MASCULINA 
AREA  RURAL  Y URBANA 
PUERTO  RICO  1970-1974 


EOAD  EN  AÑOS 


Gráfica  V-D 

PRESION  ARTERIAL  (MEDIANA)  DIASTOLICA- FE  MENINA 
AREA  RURAL  Y URBANA 
PUERTO  RICO  1970-1974 


EDAD  EN  AÑOS 


Gráfica  V-C 

ARTERIAL  (MEDIANA)  SISTOLICA-FEMENINA 
AREA  RURAL  Y URBANA 
PUERTO  RICO  1970-1974 


EDAD  EN  ANOS 


Los  presentes  datos  sobre  el  comportamiento  de  la  pre- 
sión arterial  con  respecto  a la  edad  sugieren  que  un  período 
de  aumento  significativo  empieza  sobre  los  13  años  pero  no 
dan  información  completa  sobre  el  mismo.  Un  estudio  seme- 
jante al  presente  a partir  de  los  13  ó 14  años  será  publicado 
próximamente. 
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diovascular y la  Sección  de  Cardiología  Pediátrica,  Escuela 
de  Medicina,  Recinto  de  Ciencias  Médicas. 
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Abstract:  A primary  pediatric  care  facility  was  developed 

to  serve  an  indigent  pediatric  population  group  in  the  town  of 
Cataño  and  to  be  utilized  as  the  basic  setting  for  a General 
Pediatrics  Training  Program  of  the  School  of  Medicine  of  the 
University  of  Puerto  Rico.  Over  a period  of  four  year  the 
facility  attracted  an  increasing  number  of  new  patients  whose 
parents  appeared  to  be  highly  motivated  to  comply  with 
scheduled  appointments,  expressed  satisfaction  with  the 
services  received,  and  exhibited  a decreasing  dependence  upon 
acute  episodic  care.  Encountered  was  a significant  number  of 
diagnoses  and  problems  which  might  be  associated  with 
impaired  physical  and  psychosocial  health.  Continuing  efforts 
are  being  made  to  facilitate  identification  of  these  problems 
and  to  improve  documentation  of  the  impact  of  the  Program 
upon  the  quality  of  the  health  care  rendered. 

In  1979  the  Department  of  Pediatrics  of  the  School  of 
Medicine  of  the  University  of  Puerto  Rico  initiated  a 
Residency  Training  Program  in  General  Pediatrics.  The 
program  is  sponsored  by  a grant  from  the  United  States 
Public  Health  Service,  Health  Resources  Administration,  in 
•accordance  with  the  Health  Professions  Educational  Assist- 
ance Act  of  1976.  The  objective  of  the  training  Program  is  to 
educate  Pediatricians  with  knowledge,  skills  and  attitudes 
required  for  sound  pediatric  practice,  especially  focused  on 


From  the  University  Pediatric  Hospital,  Department  of  Pediatrics, 
University  of  Puerto  Rico  School  of  Medicine.  Medical  Sciences  Campus, 
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primary  health  care.  In  order  to  accomplish  this  objective  a 
model  primary  care  facility  was  developed  in  the  Cataño 
Area  Hospital  where  the  Puerto  Rico  Health  Department 
provided  space  and  ancillary  services.  The  patients  served  in 
this  area  are  predominantly  of  low  socio-economic  levels, 
have  many  unmet  health  care  needs  and  as  a rule  have  been 
accustomed  to  episodic  fragmented  health  care. 

The  resident's  training  is  accomplished  by  means  of  direct 
patient  care  under  supervision  of  preceptors  and  supple- 
mented by  a wide  range  of  relevant  experiences  and  didactic 
activities.  An  appointment  system  is  maintained  for  each 
trainee.  A specific  office  is  identified  with  the  trainees  name 
and  parents  and  patients  know  who  is  his  or  her  personal 
physician.  Problem  oriented  records  are  used.  Throughout 
the  three  years  of  training  each  resident  has  his  or  her  own 
panel  of  patients  including  infants,  children  and  adolescents. 
The  resident  takes  care  of  all  the  children  in  one  family  and 
occasionally  this  may  include  an  adolescent  parent. 

At  the  beginning  of  this  activity  it  was  contemplated  that 
it  would  provide  an  opportunity  to  study  the  characteritics  of 
a pediatric  population  group  in  need  of  adequate  health  care 
and  to  measure  the  impact  of  our  Program  upon  selected 
aspects  of  the  health  care  services  provided.  In  this  paper  the 
initial  experiences  in  these  regards  are  described. 

Materials  and  Methods 

From  the  beginning  of  the  Program  statistical  informa- 
tion was  obtained  prospectively  by  Program  personnel. 
Criteria  for  measuring  the  impact  of  health  care  were 
established.  Instead  of  becoming  involved  in  assessing 
structure  and  process,  without  neglecting  these  aspects  of 
evaluation,  a few  simple  measures  of  outcome  were  selected. 
It  was  felt  that,  given  the  lack  of  currently  available,  totally 
satisfactory  methods  of  measuring  quality  of  care,  the 
soundest  approach  would  be  to  select  and  measure  a few 
outcomes.1  Information  was  systematically  obtained  about 
age  groups,  diagnoses,  absenteeism,  numbers  of  new  and 
return  patients  and  degree  of  satisfaction  of  parents  with 
health  care  providers.  The  latter  was  obtained  by  means  of  an 
unsigned  questionnaire. 


Results 

The  number  of  patients  served  during  various  periods  of 
the  Program  is  shown  in  Table  I.  The  first  two  periods  are 
shorter  in  accordance  with  the  initial  stages  of  development 
of  the  Program.  From  November  1979  to  June  1983  primary 
care  was  rendered  to  2860  new  patients.  This  represented  an 
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increment  of  65  children  per  month.  Twenty-three  percent  of 
the  clinic  visits  were  for  emergency  services;  that  is  services 
requested  without  previous  appointment  on  a walk-in  basis. 
These  services  represented  20%  of  visits  at  the  beginning  of 
the  program,  before  it  became  fully  operational;  increased  to 
26%  in  1980-81  and  declined  steadily  thereafter  to  22%  by 
1983. 

A total  of  11,725  scheduled  follow-up  services  were 
provided  during  the  four  year  period.  The  average  number  of 
visits  per  month  increased  from  1 10  in  1979  to  362  in  1983. 


TABLE  1:  GENERAL  PEDIATRICS  TRAINING  PROGRAM 


Population  Served 

Period 

Total  Number  of 
Patient  Served 

New 

Patients 

Follow  up 
Visits 

Emergency 

Services 

Nov.  1979- 
Aug.  1980 

2,111 

581 

1,104 

426 

Sept.  1980- 
June  1981 

3,959 

620 

2,308 

1,031 

July  1981- 
June  1982 

6,382 

933 

3,937 

1,512 

July  1982- 
June  1983 

6,566 

726 

4,376 

1,464 

Total 

19,018 

2,860 

11,725 

4,433 

Monthly  Average 
(Total/44  months) 

432 

65 

266 

101 

Information  on  the  ages  of  the  patients  served  was 
analyzed  for  17,808  children  including  initial  and  return 
visits.  As  shown  in  Table  2,  the  ages  ranged  between  Oand  19 
years.  Twelve  percent  were  less  than  3 months  of  age;  thirty- 
nine  percent  were  less  than  1 year;  forty-seven  percent  were  1 
to  6 years;  ten  percent  7 to  12  years  and  3 percent  were 
adolescents  13  to  19  years  of  age. 

The  ten  most  common  diagnoses,  as  listed  in  Table  3, 
were  health  maintenance,  respiratory  tract  infections,  well- 
baby  care,  skin  infections,  acute  gastroenteritis,  bronchial 
asthma,  otitis  media,  incomplete  immunizations,  anemia  and 
musculoskeletal  disorders.  Diagnoses  associated  with  a high 
risk  of  impaired  health,  such  as  psychosocial  problems. 


TABLE  2:  GENERAL  PEDIATRICS 
TRAINING  PROGRAM 


Ages  of  17,808  Children  Served  from  1979  to  1983 

No.  of  Children 

Age 

Percent 

2,128 

0 to  2 months 

11.9 

2,605 

3 to  6 months 

14.6 

2,323 

7 to  1 1 months 

13 

6,157 

1 to  3 years 

34.6 

2,208 

4 to  6 years 

12.4 

1,810 

7 to  12  years 

10.2 

577 

13  to  19  years 

3.2 

Total  17,808 

99.9 

infections  and  nutritional  problems  were  frequently  en- 
countered and  when  taken  as  a group  could  be  included 
among  the  ten  most  common  diagnoses.  (Table  4).  By  the 
same  token,  problems  associated  with  impaired  school 
performance  were  frequently  identified  (Table  5).  Bronchial 
asthma  was  the  most  frequent  problem  implicated  in  school 
absenteeism. 


TABLE  3:  PEDIATRIC  PRIMARY  CARE  CLINIC 


Í Ten  Most  Frequent  Diagnoses 

in  6,566  Clinic  Visits  in  1982-83 

Number 

Percent 

1.  Health  Maintenance 

1,510 

23% 

2.  Common  Cold 

1,104 

17% 

3.  Well  Baby  Care 

913 

14% 

4.  Skin  Infection  and  Diseases 

594 

9% 

5.  Acute  Gastroenteritis 

295 

4% 

6.  Bronchial  Asthma 

275 

4% 

7.  Otitis  Media 

224 

3% 

8.  Incomplete  Immunization 

203 

3% 

9.  Anemia 

176 

3% 

10.  Common  Pediatric 

172 

3% 

Orthopedic  Problems 

TABLE  4:  PEDIATRIC  PRIMARY  CARE  CLINIC 


Diagnoses  Identifying  a 

High  Risk  Population 

Parasitosis 

117 

Social  Problems 

82 

Learning  Problems 

44 

Behavioral  Problems 

35 

Nutritional  Problems 

38 

Low  Weight 

25 

Scabies 

150 

Impetigo 

125 

The  percent  of  patients  who  failed  to  keep  appointments 
for  return  visits  at  the  beginning  of  the  Program  was  32.7% 
and  it  decreased  steadily  to  around  20%  by  1981-83.  (Table 
6). 

The  questionnaire  designed  to  measure  satisfaction  of 
clients  with  the  health  care  providers  was  answered  by  96 
parents. 

All  respondents  expressed  satisfaction  with  their  physicians 
and  96%  would  recommend  the  Program  to  their  neighbors 
and  other  family  members.  (Table  7). 
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TABLE  5:  PEDIATRIC  PRIMARY  CARE  CLINIC 


Diagnoses  Related  to  School  Health  - 1982-83 

Social  Problems 

82 

Learning  Problems 

44 

Behavioral  Problems 

35 

Speech  Problems 

24 

Strabismus 

23 

Visual  Problems 

18 

Asthma* 

275 

401=6.1% 

* Disease  most  frequently  implicated  for  school  absenteeism. 


TABLE  6:  GENERAL  PEDIATRICS 
TRAINING  PROGRAM 


Clinic  Absenteeism  in  Percentage 

Nov.  1979  - Aug.  1980 

32.78 

Sept.  1980  - June  1981 

28.5 

July  1981  - 1982 

19.4 

July  1982  - 1983 

21.5 

TABLE  7:  SATISFACTION  OF  PARENTS 
WITH  PROGRAM 


No.  of 

Patients 

Percent 

Satisfaction  of  Parents  with  Program 

96 

100% 

Parents  Would  Recommend  Program 

92 

96% 

Discussion 

The  health  care  activities  in  the  Cataño  Area  Hospital 
provides  an  opportunity  to  identify  some  of  the  characteristics 
of  a low  socio-economic  pediatric  population  in  Puerto  Rico 
served  by  a Primary  Pediatric  Care  Clinic.  The’ pediatric 
population  of  Cataño  is  about  ten  thousand  ( 1 1 ,57 1 under  20 
years  of  age).  The  Program  serves  about  one  third  of  this 
population  providing  them  with  continuity  of  care  giving 
emphasis  to  health  maintenance,  parental  counseling, 
education  and  humanistic,  personalized  services. 

The  population  served  had  not  been  accustomed  to 
comprehensive,  longitudinal  care,  team  approach  and  sched- 
uled appointments.  The  fact  that  a steadily  increasing 
number  of  patients  sought  care  in  the  clinic  was  suggestive  of 
acceptance  of  the  new  approach. 

There  is  need  for  information  about  other  pediatric 
population  in  Puerto  Rico,  their  primary  care  needs  and 
responses  to  various  health  care  offerings.  Particularly  useful 


would  be  data  about  children  served  in  private  practices. 
Information  is  available  about  ambulatory  care  utilization 
patterns  in  the  United  States  for  1975  and  1977.2  3 When 
compared  with  the  United  States  groups,  the  Cataño  clinic 
had  a higher  percentage  of  new  patients;  15%  in  Cataño  and 
9%  for  visits  to  pediatricians  in  the  United  States.  On  the 
other  hand  the  percent  of  emergency  visits  in  Cataño  was 
lower  (23%)  than  in  the  United  States,  where  acute  problems 
represented  53%  of  all  office  visits.  The  difference  may  be  due 
to  definitions  rather  than  to  actual  variations  in  utilization 
patterns.  In  Cataño  the  percent  of  emergency  services  at  the 
time  the  clinic  became  fully  operational  was  26%  and 
declined  to  around  20%  thereafter.  It  is  possible  that 
accessibility  of  clinic  physicians  plus  the  impact  of  parent 
education  may  have  lessened  their  dependence  upon  acute 
episodic  care. 

The  age  groups  served  in  Cataño  were,  as  would  be 
expected,  younger  than  those  in  the  United  Stated.  Eighty-six 
percent  of  our  patients  were  less  than  7 years  of  age,  whereas 
in  the  United  States  sixty  percent  of  office  visits  was  for 
children  under  6 years  of  age  and  81%  for  all  under  1 1 years  of 
age. 

The  most  common  diagnoses  in  Cataño  were  similar  in 
some  respects  to  those  of  the  United  States  and  different  in 
others.  The  most  frequent  visits  related  to  health  maintenance 
and  well-baby  care.  These  were  more  frequent  in  Cataño 
(34%)  than  in  the  United  States  (23%).  Respiratory  illness 
was  the  diagnosis  in  28%  of  the  visits  in  the  United  States  and 
22%  in  Cataño.  Acute  gastroenteritis  and  anemia  were  more 
common  diagnoses  in  Cataño  than  in  United  States.  In  the 
primary  care  unit  of  Monroe  County,  Rochester,  well  baby 
care  constituted  the  largest  diagnostic  category  (30%), 
followed  by  upper  respiratory  tract  infection  (24%),  otitis 
media  (14%)  and  lower  respiratory  tract  infections  (6%). 
Acute  care  problems  were  responsible  for  27%  of  the  visits.4 

The  frequency  of  diagnoses  associated  with  high  risks  of 
impaired  physical  of  psychosocial  health  indicates  that  a 
significant  segment  of  the  Cataño  pediatric  population  is  in 
need  of  special  attention.  Since  most  reports  of  primary  care 
services  do  not  provide  information  on  these  problems  it  is 
not  possible  to  make  comparisons.  It  is  our  impression  that 
the  actual  prevalence  of  these  problems  as  well  as  those  affect- 
ing school  health  is  higher  than  we  have  identified.  Experience 
elsewhere  indicates  that  psychosocial  diagnoses  represent 
between  5 and  15  percent  of  all  problems.5  These  areas  need 
further  attention  and  enhanced  efforts  concerning  detection 
and  remedial  intervention. 

The  number  of  patients  who  fail  to  keep  appointments  for 
return  visits  is  probably  an  important  index  of  the  effectiveness 
of  health  care.  In  Cataño,  absenteeism  decreased  from  32% 
to  20%  after  the  initial  stages  of  operation  of  the  Program. 

It  is  our  experience  that  80%  compliance  with  appointments 
is  very  high  in  Puerto  Rico,  either  in  private  or  public 
facilities. 

The  favorable  replies  in  unsigned  questionnaires  by 
parents  appears  to  confirm  a high  degree  of  satisfaction  with 
the  services  received. 

Concern  about  reliability  and  correctness  of  interpreta- 
tion of  the  measurements  of  outcome  we  have  described  is  a 
valid  issue.  We  have  attempted  to  heed  the  recommendations 
of  the  Joint  Committee  on  Quality  Assurance  to  the  effect 
that  assessment  should  focus  on  the  recipients  of  health  care 
and  that  outcome  evaluation  is  preferable  conceptually.  Yet 
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we  recognize  a need  for  better  documentation  of  the  impact 
of  our  Program.  We  are  monitoring  other  measurements  of 
outcome  such  as  immunization  status,  tuberculin  testing  and 
hematocrit  values.  We  are  striving  to  increase  thoroughness 
of  recording  problems  and  diagnoses  including  particular 
emphasis  upon  psychosocial  and  handicapping  conditions.  It 
is  not  unlikely  that  our  physicians,  as  has  been  reported  in  the 
United  States,  “over-estimate  the  amount  of  information 
they  record,  particularly  in  areas  of  behavioral  assessment 
and  counselling”.6  We  concur  with  the  recommendation  of 
the  Joint  Committee  to  the  effect  that  medical  educators  and 
physicians  accept  the  challenge  to  develop  and  implement 
new  methods  of  medical  record  keeping  “so  the  logic  of 
medical  care  can  be  better  documented”.  The  administrative 
set-up  of  our  clinic  under  the  direct  control  of  the 
Department  of  Pediatrics  of  our  School  of  Medicine  provides 
two  ingredients  which,  as  Starfield  has  pointed  out,  are 
predictive  of  quality  of  care:  a structured  staff  organization 
and  potential  visibility  to  others  of  physician’s  actions. 

The  difficulties  of  assessing  health  care  in  programs 
similar  to  ours  are  the  rule  and  have  been  described  in  the 
report  from  the  Cambridge,  Massachusetts  Primary  Pediatric 
Neighborhood  Health  Centers.7  An  important  measurable 
benefit  cited  in  that  report  was  the  availability  of  a 
population  to  carry  out  specific  medical  programs  such  as 
blood  pressure  and  blood  lead  surveys.  We  have  had  a similar 
experience  and  have  conducted  in  the  Cataño  setting  studies 
on  prevalence  of  hypertension,  anemia  and  bronchial 
asthma. 

The  opportunities  for  studies  concerning  child  health  in 
Programs  such  as  ours  are  abundant.  The  need  for  such 
research  was  brought  out  in  the  conference  on  research 
priorities  in  maternal  and  child  health.8  Many  of  the  central 
themes  cited  are  relevant  to  our  setting:  validation  of 
currently  accepted  health  care  practices;  studies  of  innova- 
tions before  they  are  widely  accepted;  reseach  on  the  family, 
cultural  and  environmental  factors  in  disease  etiology;  effect 
of  federal  and  state  health  policies;  data  collection  and 
research  methods.  We  are  hopeful  that,  while  we  strive  to 
improve  direct  health  care  of  a needy  community,  we  will  also 
be  able  to  make  a contribution  to  research  in  child  health  care 
addressing  one  of  these  central  themes. 

Resumen:  Se  estableció  en  el  pueblo  de  Cataño  una 

instalación  de  Cuido  Primario  Pediátrico  para  ofrecer  servicios  a 
la  población  pediátrica  indigente  y utilizar  dicha  instalación 
como  base  de  un  Programa  de  Adiestramiento  de  Pediatría 
General  de  la  Escuela  de  Medicina  de  la  Universidad  de  Puerto 
Rico.  Durante  un  período  de  cuatro  años  el  Programa  atrajo  un 
creciente  número  de  pacientes  nuevos  cuyos  padres  eviden- 
ciaban gran  motivación  para  acudir  a las  citas,  expresaron 
satisfacción  con  los  servicios  que  recibieron  y demostraron  una 
reducción  en  la  utilización  de  los  servicios  esporádicos  de  cuido 
agudo.  Se  encontró  una  proporción  significativa  de  diagnósticos 
y problemas  que  podrían  asociarse  con  trastornos  de  salud 
física  y sicosocial.  Se  están  haciendo  los  esfuerzos  continuados 
por  facilitar  la  identificación  de  estos  problemas  y por  mejorar 
la  documentación  del  impacto  del  Programa  sobre  la  calidad  de 
los  servicios  de  salud  prestados. 
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Valores  Normales  de 
Laboratorio  en  la  Edad 
Pediátrica 

Hospital  Pediátrico 
Universitario 


A través  del  uso  efectivo  de  las  pruebas  de  laboratorio  las 
enfermedades  se  detectan  o se  confirman. 
Presentaremos  en  este  trabajo  los  valores  normales  de  las 
pruebas  de  laboratorio  ordenados  con  más  frecuencia  a la 
población  pediátrica  del  Hospital  Pediátrico  Universitario. 
Estas  pruebas  se  realizan  en  los  laboratorios  del  Hospital 
Pediátrico,  los  laboratorios  del  Centro  Médico  de  Puerto 
Rico  y el  Laboratorio  Caparra. 

Es  importante  recordar  que  el  uso  efectivo  de  tablas  de 
valores  normales  depende  de  que  se  tomen  en  consideración 
el  método  empleado  para  realizar  la  prueba  y ciertas  caracte- 
rísticas de  la  población  a quien  se  le  toma  la  muestra. 

Recientemente  el  Laboratorio  Clínico  del  Hospital  Pediá- 
trico Universitario  adquirió  el  equipo  de  análisis  químico  RA 
1000  de  la  Compañía  Technicon.  Al  final  de  esta  presentación 
citamos  las  pruebas  que  realiza  este  equipo,  los  métodos  y sus 
valores  normales. 


TABLA  1 


Valores  Hematológicos  Normales 

Edad 

Células 

Rojas 

millones  /mm, 

Hemoglobina 
gram/100  mi 

Reticulocitos 

% 

Plaquetas 

mil/mm, 

MCV 

2 sd 

MCH 

MCHC 

Recién  nacido 

5-  5.5 

16  - 20 

3 - 7 

200  - 300 

106 

38 

36 

Dos  semanas 

5 

16.5 

1 - 2 

250 

98 

33 

34 

Tres  meses 

3.9  - 4.8 

10.5  - 115 

0.1  - 0.5 

200  - 300 

80 

27 

34 

1 año 

4.5  - 5 

11  - 12 

0.1  - 1.5 

250  - 350 

78 

25 

32 

5 años 

4.6 

12.5 

0.1  - 1.5 

250  - 350 

80 

27 

34 

10  años 

4.8  - 5 

12.5  - 13 

0.1  - 1.5 

250  - 350 

82 

28 

34 

Adultos 

Hombre 

5.4 

14  - 16 

1.6 

150-350 

82-101 

27-34 

31-35 

Adultos 

Mujeres 

4.8 

12  - 16 

1.7 

150  - 350 

82-101 

27-34 

31-35 
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TABLA  2 


Valores  Hematológicos  Normales 

Edad 

Células 

Blancas 

mil/mmj 

Neutrofi  los 

% 

Eosinofílos 

% 

Baso  filos 

% 

Linfocitos 

% 

Monocitos 

% 

Recién  nacido 

10  - 15 

45  - 55 

2 

0.6 

30-45 

5 

Dos  semanas 

8 - 12 

30  - 45 

3 

0.4 

45  - 55 

8 

Tres  meses 

5 - 9 

30  - 40 

2.6 

0.4 

50  - 65 

5.2 

1 año 

6 - 10 

35  - 45 

2.6 

0.4 

50  - 60 

4.8 

5 años 

6-  10 

40  - 50 

2.7 

0.6 

42 

4.7 

10  años 

6-  10 

45  - 55 

2.4 

0.5 

38-40 

4.3 

Adultos 

Hombres 

5-  10 

54-62 

1.  3 

0.7 

25  - 33 

3 - 7 

Adultos 

Mujeres 

5 -10 

54  - 62 

1 - 3 

0.7 

25  - 33 

3 - 7 

TABLA  3 


Orina 

Gravedad  específica: 

Infantes 

1.002  - 1.008 

Niños 

1.005  - 1.030 

Ph  - Recién  nacido 

5 - 7 

Ph  - Niños 

4.5  - 8 

Cilindros 

Ninguno 

Albúmina 

Negativa 

Células  rojas 

Negativa 

Células  blancas 

0-2/campo 

Glucosa 

Negativa 

Urobilinogeno 

Positivo  dilución 

1:20 

Bilirubina 

Negativa 
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TABLA  4 

Química  Sanguínea 


Edad 

Fosfatasa 

Alcalina 

IU/L 

Bilirrubina 

Total 

mg/dl 

Dehidrogenasa 

Láctica 

IU/L 

Transaminasa 

Glutámica 

Oxalacetica 

AST 

IU/L 

Transaminasa 

Glutámica 

Piruvica 

Recién  nacido 
Término 

72  - 210 

2.5  - 6 

350  - 950 

50 

50 

Recién  nacido 
3-5  días 

6-  12 

1 mes  - 1 año 

85  - 230 

0.2  - 1 

120  - 320 

40 

1 - 2 años 

145  - 470 

75  - 195 

5 - 24 

1 - 30 

7-10  años 

45  - 270 

Pubertad 

50  - 250 

75  - 195 

Adulto 

35  - 125 

0.2  - 1 

65  - 155 

5 - 24 

0 - 19 

TABLA  5 


Química  Sanguínea 


Edad 

Glucosa 

mg/dl 

Urea 

Nitrogen 

mg/dl 

Creatinina 

mg/dl 

Acido 

Urico 

mg/dl 

Calcio 

mg/dl 

Fósforo 

mg/dl 

Recién  nacido 
Término 

60-  100 

8 - 28 

0.9 

4 - 7 

7.3  - 12 

4.5  - 9 

6 meses 

9-11 

1 - 2 años 

5 - 15 

2-5 

3-5  años 

60  - 95 

10  - 30 

0.9 

2-5.5 

8.5  - 12 

4.5  - 6.5 

10  años 

10  - 32 

1.2 

2-5 

15  años 

10-32 

0.9  - 1.6 

3-7.5 

Adulto 

80  - 120 

5 - 20 

0.9  - 1.6 

3.5  - 7.5 

8.5  - 10.5 

3 - 4.7 
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TABLA  6 


Gases  y Electrolitos 


Edad 

Bicarbonato 

meq/L 

C02  Content 
meq/L 

Ph 

Cloruro 

meq/L 

Sodio 

meq/L 

Potasio 

meq/L 

Recién  nacido 

20-  26 

20  -28 

7.2  - 7.4 

94  - 106 

135  - 162 

5 - 7 

1 - 2 años 

20  - 28 

95-110 

4.1  - 5.3 

3-5  años 

18  - 27 

101  - 108 

138  - 145 

3.5  - 4.7 

Adulto 

24 

24-30 

7.35  - 7.45 

98  - 106 

135  - 145 

3.5  - 5.6 

TABLA  7 

Proteínas  e Inmunoglobulinas  en  Suero 


Edad 

Proteina 

Total 

gm/dl 

Albúmina 

mg/dl 

Globulina 

mg/dl 

IgG 

mg/dl 

IgA 

mg/dl 

IgM 

mg/dl 

IgE 

units/ml 

Recién  nacido 

6.4 

3.7 

1.8 

900  - 1,500 

0 - 5 

5 - 20 

1.6 

1 - 3 años 

6.6 

3.8 

2.5 

250  - 550 

10  - 55 

20  - 40 

4.4 

4-6  meses 

300  - 600 

10  - 55 

30  - 60 

16 

1 año 

6.8 

3.9 

2.6 

400  - 900 

20  - 60 

35  - 75 

18 

2 años 

7.4 

4 

3.1 

500  - 1,100 

35  - 75 

40  - 80 

65 

5 años 

550-1,100 

60  - 150 

40  - 95 

89 

12  años 

550  - 1,400 

60  - 200 

40-110 

85 

Adultos 

6.5  - 8.6 

3.2  - 5 

2 - 4 

550  - 1,900 

60  - 330 

45  - 145 

70 

TABLA  8 


Hematocrito 

Edad 

% PCV 

Recién  nacido 

44  - 64 

1 - 3 meses 

35  - 49 

2-5  años 

30  - 40 

Adulto  Hombres 

40  - 54 

Adulto  Mujeres 

37  - 47 
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TABLA  9 

Líquido  Cefalorraquídeo 


Edad 

Células 

Blancas 

mm, 

Células 

Rojas 

mm¡ 

Glucosa 
mg  % 

Proteína 

mg/dl 

Dehidrogenasa 
Láctica  ácida 
U/ml 

Recién  nacido 

8 

No 

35  - 119 

20  - 170 

5 - 20 

1 - 3 meses 

0 - 7 

No 

40  - 80 

5 - 15 

5 - 30 

3-5  años 

<5 

mononuclear 

No 

40  - 80 

5 - 15 

5 - 30 

Adultos 

<5 

mononuclear 

No 

50  - 75 

15  - 45 

5 - 30 

Métodos  RA  1000  de  Technicon 

1.  Albúmina 

10. 

Gamma  - Glutamyltransferase  (GGT) 

Método  utilizado  - Bromcresol  Green  - BCG 

Método  - Goldbarg 

Valores  3.5  gm/dl  - 5.0  gm/dl 

Valores  10  - 75  U/L  (hombres) 

10-40  U/L  (mujeres) 

2.  Fosfatasa  alcalina 

Método  - Tietz 

11. 

Glucosa 

(p-nitrophenyl  phosphate  + AMP  buffer) 

Método  - Hexokinasa 

Valores  35  - 125  U/L 

Valores  65  - 95  mg/dl 

3.  ALT  (SGPT) 

12. 

Fósforo  inorgánico 

Método  - Wroblewski  & La  Due 

Método  - Amador  & Urban 

Valores  5-40  U/L 

Valores  2.5  - 4.5  mg/dl 

4.  Amilasa 

13. 

Dehidrogenasa  láctica 

Método  - Pierre 

Método  - Amador,  Dorfman  & Wacker 

Valores  30  - 170  U/L 

Valores  120  - 230  U/L 

5.  AST(SGOT) 

14. 

Bilirubina  total 

Método  - Karmen 

Método  - Diazotization 

Valores  5 - 40  U/L 

Valores  0.1  - 1.3  mg/dl 

6.  Calcio 

15. 

Proteínas  totales 

Método  - Gitelman  - CPC 

Método  - Weichselbawn  - Biuret 

Valores  8.2  - 10.6  mg/dl 

Valores  6.0  - 8.4  gm/dl 

7.  Colesterol 

16. 

Trigliceridos 

Método  - Enzimatic  Allain 

Método  - Lipase/GO/Peroxidase 

4 - aminoantipyrine 

Valores  40  -150  mg/dl 

(modified  of  Liebermann  - Burchard) 

17. 

Acido  úrico 

8.  CK 

Método  - Haeckel,  Uricase 

Método  - Oliver  - Scan  Comm.  Enzymes 

Valores  0 2.7  - 7.7  mg/dl 

Valores  40  - 370  U/L 

18. 

Urea  Nitrogen 

9.  Creatinina 

Método  - Tiffany  - Urease  Glutamate 

Método  - Jaffe  - Picric  Acid 

Valores  8-25  mg/dl 

Valores  0.9  - 1.6  mg/dl 
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Abstract:  A 13  year-old  girl  had  a history  of  chronic 

cough,  recurrent  pneumonia,  sinusitis  and  bronchitis.  Electron 
microscopic  imaging  of  her  respiratory  cilia  revealed  absence 
of  dyneim  arms  and  radial  spokes  in  the  ultrastructure  of  the 
cilia.  This  finding  is  characteristic  of  the  immotile-cilia 
syndrome  (ciliary  diskinesia),  a condition  in  which  mucociliary 
clearance  is  impaired  leading  to  recurrent  respiratory  tract 
infections.  This  defect  if  often  hereditary  and  is  recognized  as  a 
cause  of  chronic  cough,  recurrent  sinusitis,  pneumonia  bron- 
chitis and  otitis.  When  accompanied  by  situs  inversus  the 
condition  is  know  as  Kartagener’s  syndrome. 

The  evaluation  of  children  with  recurrent  upper  and 
lower  respiratory  diseases  often  constitutes  a diag- 
nostic and  therapeutic  dilemma  for  clinicians.  The  list  of 
entities  to  be  considered  in  the  differential  diagnosis  is 
extensive  and  ranges  from  congenital  anomalies  to  acquired 
diseases  and  accidental  aspirations.  The  immotile-cilia 
syndrome  (or  ciliary  diskinesia)  is  a hereditary  disease 
characterized  by  congenital  malfunction  of  the  cilia.  Various 
reports  in  the  literature  have  shed  light  on  this  clinical 
syndrome  which  is  characterized  by  recurrent  respiratory 
problems,  mostly  chronic  cough,  sinusitis,  otitis  media  and 
infertility  in  males.1'6 

In  1976  Afzelius  described  the  structural  abnormalities  of 
the  respiratory  cilia  and  the  tail  of  the  spermatozoa  in  males 
with  Kartagener’s  syndrome.7  The  ultrastructural  defects  in 
the  cilia  have  been  also  shown  in  other  patients  with  chronic 
cough,  sinusitis  and  infertility  without  situs  inversus.5 

Cilia  and  flagella  throughout  the  plant  and  animal 
kingdom  present  a constant  number  and  arrangement  of 
longitudinal  fibrils  or  microtubules.8  Normal  cilia  have  a 
characteristic  inner  9+2  ultrastructure  composed  of  nine 


From  the  University  Pediatric  Hospital,  Department  of  Pediatrics,  School 
of  Medicine,  Medical  Sciences  Campus,  University  of  Puerto  Rico,  San  Juan, 
Puerto  Rico. 
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peripheral  double-barreled  (doublet)  microtubules,  sym- 
metrially  arranged  in  a ring,  attached  to  each  other  by  the 
presence  of  dyneim  arms.  Inside  the  outer  ring  of  peripheral 
doublet  microtubules  are  two  central  single  tubules.  The 
tubules  are  held  together  by  three  kind  of  connections: 
dyneim  arms,  nexin  links  and  radial  spokes. 

In  figure  1 is  shown  the  normal  ultrastructural  appearance 
of  the  cilia  in  one  of  our  patients.  There  is  evidence  in  the 
literature  of  at  least  three  defects  found  in  the  cilia  of  patients 
with  history  of  recurrent  episodes  of  cough,  bronchitis, 
sinusitis,  otitis  media,  nasal  polyps  and  situs  inversus.  The 
three  defects  have  been  described  as  absence  of  dyneim  arms, 
asymmetry  or  absence  of  radial  spokes  and  transposition  or 
abnormal  number  of  microtubules. 


Figure  1.  Normal  ultrastructural  appearance  of  thecilia  in  one  of  our  patients. 
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Figure  1-A.  Schematic  arrangement  of  the  normal  ultrastructure  of  the  cilium 
of  a patient  with  respiratory  problems. 


Case  Report 

A 13  year-old  girl  was  seen  in  our  service  with  an  8 year 
history  of  early  morning  cough  productive  of  a yellowish- 
greenish  sputum.  Sometimes,  the  cough  was  associated  with 
spiking  fever  close  to  40°C.  Since  the  age  of  8 years,  she  had 
had  recurrent  episodes  of  headaches,  fever,  ear  aches  and 
sinus  problems.  On  three  occasions  she  had  radiologically 
documented  episodes  of  pneumonia  and  sinusitis  requiring 
hospitalization  on  one  occasion.  She  had  anorexia  and  was 
losing  weight. 

Prenatal  and  neonatal  histories  were  uneventful.  At  birth 
she  weighed  2.27  kg  and  her  height  was  78  cm.  Thereafter,  her 
growth  fell  to  below  the  third  percentile  and  remained  at  that 
level.  Otherwise  her  development  was  within  normal  range 
and  her  school  performance  was  satisfactory. 

Tonsillectomy  and  adenoidectomy  was  performed  when 
the  child  was  3 years  old.  Allergic  work-up  revealed  positive 
reactions  to  molds,  dust,  chicken  feathers,  timothy  grass  and 
danders.  No  immunotherapy  was  given.  Family  history 
revealed  that  3 aunts  had  asthma  and  a paternal  uncle  had 
had  pneumonia  Five  times.  There  was  no  history  of  cystic 
Fibrosis  or  sterility  in  the  family. 

Physical  examination  revealed  a small  girl  for  her  age: 
weight  30.2  kg  (below  3 percentile),  height  143  cm  (below  3rd 
percentile),  temperature  37°C,  pulse  120/min.,  respiratory 
rate  28/min.,  blood  pressure  120/80.  Pertinent  findings  were 
congested  turbinates  without  nasal  polyps;  chest  with  a ratio 
of  anteroposterior  to  lateral  diameters  of  0.72  (Thoracic 
Index).  Crackles  were  heard  in  the  right  middle  lobe,  lingula 
and  both  lower  lobes.  Expiration  was  prolonged.  There  was 
no  clubbing  of  fingers.  Heart,  abdomen,  genitalia,  skin  and 
nervous  system  were  normal. 

Laboratory  Findings  were  as  follows:  white-cell  count  was 
5,300  per  mm3  with  59%  neutrophils,  39  lymphocytes  and  1 
eosinophile.  Hemoglobin  was  12.6  gm/dl  hematocrit  39.9%, 
MCV  83  u3,  MCH  26.6pg,  MCHC  30.9%,  platelets  were 
adequate  on  smear.  Serum  IgG  was  1397  mg/dl  (normal 


values  562-1571),  IgA  232  mg/dl  (normal  values  35-135),  IgM 
101  mg/dl  (normal  values  less  than  100),  IgE  32  units  per  ml 
(normal  values  less  than  100).  Alpha  1 antitrypsin  was  290 
mg/dl  (normal  values  200-400  mg/dl).  Sputum  culture- 
yielded  normal  flora.  SMA  12  values  were  as  follows:  alkaline 
phosphatase  313  IU  per  liter,  uric  acid  5.4  mg  per  100  ml, 
inorganic  phosphorus  8 mg  per  100  ml,  creatinine  0.5  mg  per 
100  ml,  cholesterol  137  mg  per  100  ml,  bilirubin  0.6  mg  per 
100  ml,  total  protein  8.0  gm  per  100  ml,  calcium  9.9  mg  per 
100  ml,  lactic  acid  dehydrogenase  (LDH)  247  U per  liter, 
albumin  4.5  gm  per  100  ml,  blood  urea  nitrogen  6 mg  per  100 
ml,  glucose  108  mg  per  100  ml.  The  urine  was  normal.  Four 
sweat  tests  performed  between  November  1979  and  October 
1980  yielded  Cl  values  between  44  and  57  mEq  per  liter  from 
amounts  of  sweat  of  271  to  361  mg.  The  tuberculin  test,  PPD 
Mantoux,  5 TU,  wás  negative  (no  induration).  Pulmonary 
function  test  revealed  mild  obstructive  lung  disease  evidenced 
by  an  increased  RV/TLC  ratio  and  mildly  decreased  flow 
rates  that  showed  a slight  improvement  following  inhalation 
of  a bronchodilator.  Chest  roentgenograms  showed  bilateral 
peribronchial  wall  thickening,  and  moderate  air  trapping. 
Roentgenograms  of  the  paranasal  sinuses  provided  evidence  of 
sinusitis.  Nasal  biopsy  specimen  ultrastructure  showed 
absence  of  dyneim  arms  and  radial  spokes. 


Discussion 

The  primary  defense  mechanism  of  the  respiratory  tract 
against  inhaled  particles,  microorganisms  or  irritants  is  the 
mucociliary  transport  system.  The  mucosa  of  the  respirtaory 
system  contains  ciliated  cells  that  serve  as  the  locomotive 
component  for  clearance  of  particles  and  mucus.  Ciliated 
cells  are  present  in  the  middle  ear,  sinuses,  nasopharynx  and 
tracheobronchial  tree  and  are  the  most  common  cells  in  the 
trachea  and  bronchi.  Each  cell  has  about  200  cilia  which  beat 
in  metachromatic  fashion  propelling  mucus  and  particles 
upward.  Secretory  glands  of  the  respiratory  epithelium 
produce  a fluid  peculiar  to  the  respiratory  tract  that  serves  as 
a protective  blanket  guarding  the  respiratory  epithelium 
from  direct  contact  with  noxious  fumes,  solvents  and 
irritants.  The  mucus  of  the  respiratory  tract  has  a two-layer 
component  in  which  the  upper  layer  is  formed  by  a more 
viscous  part  and  the  lower  part  is  made  of  a less  viscous  layer. 
Until  recently,  it  was  thought  that  mucus  covered  the  bronchi 
as  a continuous  sheet.  It  is  now  felt  that  particles  land  on 
mucus  which  is  tranported  by  cilia  in  the  form  of  mucus 
plaques  which  occur  at  intervals  and  are  moved  in  streams  of 
variable  length.9  The  beating  motion  of  the  cilia  is  accom- 
plished by  attachment  (and  release)  of  the  dyneim  arms  to  the 
microtubules.  Absence  of  the  dyneim  arms  is  the  most 
common  defect  in  the  immotile-cilia  syndrome. 

These  arms  contain  adenosine  triphosphatase  and  it  has 
been  shown  in  vitro  that  exogenous  adenosine  triphosphate 
and  adenosine  triphosphatase  activate  the  immotile  cilia.10 

In  our  patient,  the  ciliary  abnormalities  consisted  of 
absence  of  dyneim  arms  and  radial  spokes  of  the  cilia  in  the 
respiratory  tract  (Figure  2).  These  abnormalities  are 
responsible  for  erratic  ciliary  motion,  stagnation  of  the 
secretions  and  subsequent  secondary  infection  including 
recurrent  otitis,  sinusitis  and  bronchitis.  The  latter  may  lead 
to  mucous  impaction  of  the  bronchi  and  bronchiectasis.  The 
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severity  of  the  pulmonary  manifestations  and  symptoms  vary 
from  patient  to  patient  as  a result  of  the  heteregoneous 
manifestations  of  the  ultrastructural  defects  in  the  cilia.2 


Figure  2.  In  3 cilia  outlined  note:  absence  of  dyneim  arms  and 
radial  spokes;  disorientation  of  central  tubules  (normally  they 
should  all  be  oriented  in  same  direction);  extra  tubule. 


Figure  2-A.  Schematic  arrangement  of  an  abnormal  cilium  of  the  patient 
reported  with  absence  of  dyneim  arms  and  radial  spokes. 


Our  patient  meets  the  clinical  criteria  for  a diagnosis  of 
immotile-cilia  syndrome.  She  had  chronic  cough,  otitis 
media,  sinusitis,  recurrent  bronchopneumonias  and  the 
abnormal  ciliary  ultrastructure.  Turner  at  al  in  a recent 
article  summarized  the  clinical  expressions  of  the  Immotile- 
Cilia  Syndrome.4  Twenty-one  patients  seen  at  the  Hospital 
for  Sick  Children  in  Toronto  had  the  following  clinical 
manifestations: 


Chronic  cough 

100% 

Sinusitis 

100% 

Otitis 

100% 

Situs  inversus 

48% 

Bronchiectasis 

29% 

Nasal  polyps 

19% 

Digital  clubbing 

19% 

Cough  productive  of  a yellow  sputum  was  a constant 
symptom  in  our  patient.  The  bacterial  isolates  from  the 
sputum  yielded,  Streptococcus  viridans,  Neisseria  species  and 
non  hemolytic  Streptococcus.  Similar  flora  was  noted  in 
Turner’s  series  of  cases. 

Digital  clubbing,  radiological  evidence  of  bronchiectasis, 
nasal  obstruction,  and  anosmia,  which  may  occur  in  other 
cases,  were  not  present  in  our  patient.  As  in  other  patients 
with  the  syndrome,  our  subject  had  recurrent  episodes  of 
otitis  media  and  sinusitis.  The  pulmonary  function  ab- 
normality in  our  patient,  consisting  of  airway  obstruction 
and  increased  RV/TLC  ratio  coincides  with  that  reported  for 
other  cases.4  There  was  a slight  improvement  with  the  use  of 
bronchodilators.  This  was  not  noted  in  Turner’s  cases  but  has 
been  reported  by  others  and  ascribed  to  concurrent  asthma.I. 1 1 III. IV. V. 

A history  of  recurrent  episodes  of  cough,  sinusitis,  otitis 
media,  and  bronchitis  should  alert  the  clinician  to  the 
possibility  of  the  immotile  cilia  syndrome  (ICS)  regardless  of 
the  age  of  the  patient.  Cystic  fibrosis,  agammaglobulinemia, 
repiratory  allergies,  and  other  chronic  or  recurrent  respiratory 
problems  may  be  confused  with  ICS.  A detailed  family 
history  should  be  obtained  in  view  of  the  strong  suspicion 
that  ICS  is  a genetically  transmitted  condition.  In  Table  1 an 
approach  to  the  diagnosis  of  ICS  is  suggested,  taking  into 
consideration  the  need  to  mantain  the  cost  of  the  diagnostic 
work-up  within  reason. 

TABLE  1 


Steps  in  the  Diagnosis  of  Immotile-Cilia  Syndrome 

I.  History  of  present  illness 
Complete  family  history 
Detailed  physical  examination 

II.  Roentgenograms  of  chest  and  paranasal  sinuses 
Sweat  Test,  Immunoglobulins 

III.  Electrocardiogram  and  Echocardiogram 

IV.  Electron  microscopy  of  respiratory  cilia 

V.  Electron  microscopy  of  spermatozoa* 
Computerized  axial  tomography  of  chest* 
Bronchoscopy,  Bronchography* 

Ciliary  Motility  studies* 

* When  indicated. 
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TABLE  2 


Management  of  Immotile-Cilia  Syndrome 

I.  Aerosol  Therapy,  postural  drainage  and  physical 
therapy 

II.  Antimicrobial  agents 

III.  Bronchodilators  and  decongestants 

IV.  Bronchoscopic  aspiration  if  indicated 
Surgery  (last  resort) 

V.  Preventive  measures: 

Routine  immunizations 

Immunizations  against:  Influenza,  Pneumococcus 
Environmental  control 

VI.  Family  counseling 


The  management  of  ICS  is  outlined  in  Table  2.  The  goals 
are  to  obtain  maximum  benefits  with  minimal  secondary 
effects,  to  avoid  the  development  of  complications  and  to 
allow  the  patient  to  lead  a normal  life.  Management  should 
include  counseling;  a strong  component  of  physical  therapy; 
use  of  appropriate  antimicrobial  agents;  bronchodilators  and 
decongestants  in  patients  who  show  benefit  from  these  medica- 
tions; preventive  measures  including  environmental  control; 
and  if  indicated,  as  a last' resort,  surgical  treatment. 

The  prognosis  is  favorable  with  adequate  management. 
Infections  are  most  severe  in  late  childhood  and  adolescence. 
In  adult  life  there  is  a tendency  for  partial  remisión  of 
symptoms  and  these  patients  can  reach  advanced  age.12 

The  patient  we  are  reporting  is  not  the  only  Puerto  Rican 
child  with  ICS.  Our  colleagues  from  the  Mount  Sinai  Pediatric 
Pulmonary  Program  have  identified  other  cases  in  Puerto 
Ricans  living  in  New  York  and  are  assiting  us  in  diagnosing 
other  cases  in  our  setting  in  Puerto  Rico.  The  report  on  these 
cases  will  be  the  subject  of  future  publications. 

Resumen:  Se  describe  el  historial,  los  hallazgos  y resulta- 

dos de  la  biopsia  nasal  examinada  con  el  microscopio  electrónico 
de  una  paciente  de  trece  años  de  edad  con  episodios  repetidos  de 
fiebre,  tos  productiva,  otitis,  bronquitis  y sinusitis. 

Los  estudios  de  la  ultraestructura  de  los  cilios  obtenidos  por 
biopsia  de  la  mucosa  nasal  demostraron  la  ausencia  de  brazos 
dyneim  (“dyneim  arms”)  y rayos  radiales  (“radial  spokes”). 
Estos  hallazgos  añadidos  a los  datos  clínicos  son  compatibles 
con  el  diagnóstico  del  síndrome  de  los  cilios  inmóviles  (discinesia 
ciliar).  Se  repasa  el  cuadro  clínico,  los  métodos  de  diagnóstico  y 
el  enfoque  terapéutico  de  esta  afección. 
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Insuficiencia  Renal 
Aguda  como  una 
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Resumen:  Se  hospitalizó  una  niña  de  2 años  de  edad  con 

diagnóstico  clínico  de  comunicación  interventricular  y ducto 
arterioso  persistente  para  cateterismo  cardíaco  y angiografía. 
La  paciente  desarrolló  signos  de  insuficiencia  renal  aguda  la 
cual  resolvió  completamente  con  tratamiento  conservador.  En 
la  revisión  de  la  literatura  se  consideran  los  aspectos  de  inci- 
dencia y patogénesis. 

La  insuficiencia  renal  aguda  secundaria  a la  administra- 
ción de  medios  de  contraste  es  una  complicación 
infrecuente  en  ausencia  de  factores  de  riesgo  tales  como 
mieloma  múltiple  o diabetes  mellitus.1'3  En  las  series  que 
comprenden  un  número  considerable  de  procedimientos,  la 
incidencia  es  menor  de  0.3%  (tabla  1).  Con  la  introducción  de 
medios  de  contraste  más  seguros,  la  incidencia  de  insuficien- 
cia renal  ha  disminuido  y ya  no  se  considera  un  problema 


TABLA  1 


Incidencia  de  Insuficiencia  Renal  Aguda  (IRA) 

Luego  de  Utilizar  Agentes  de  Contraste 

Estudios 

IRA 

Referencia 

Procedimiento 

Realizados 

n 

% 

Metys  et  al,  1971 

Angio 

110 

0 

0.00 

Reiss  et  al,  1972 

Angio 

2,710 

8 

0.29 

Port  et  al,  1974 

Angio 

7,400 

8 

0.10 

Older  et  al,  1976 

Angio 

90 

9 

10.00 

Swartz  et  al,  1977 

Angio 

109 

14 

13.00 

Byrd  et  al,  1978 

Angio,  P.I.V. 

12,000 

18 

0.15 

Krumlousky,  1978 

Angio,  P.I.V. 

7,125 

8 

0.11 

etc. 

Cajigas  et  al,  1982 

Angio 

1,739 

1 

0.05 

Adaptado  de  Byrd  y Sherman;  Medicine,  Mayo  1979. 20 


serio.4'9  Son  raros  los  casos  de  insuficiencia  renal  aguda  que 
se  han  descrito  luego  de  angiocardiografia.10'12  Recientemente 
se  registró  el  primer  caso  en  el  servicio  de  cardiología  del  Hospi- 
tal Pediátrico  Universitario  de  un  total  de  1,739  angiocardio- 
grafias  efectuadas  durante  el  periodo  de  1970a  1982,  para  una 
incidencia  de  0.05%.  Lo  infrecuente  de  esta  complicación  y lo 
interesante  de  su  evolución  nos  motivaron  a revisar  la  litera- 
tura e informar  el  caso. 


Presentación  del  Caso 

Se  admitió  al  hospital  una  niña  de  2 años  de  edad  sin 
historial  de  alergias  previas,  con  diagnóstico  clínico  de  comu- 
nicación interventricular,  persistencia  del  conducto  arte- 
rioso, hipertensión  pulmonar  e historial  de  insuficiencia 
cardíaca  en  la  infancia  que  respondió  favorablemente  al  tra- 
tamiento con  Digoxina  y diuréticos.  Tanto  el  peso  como  la 
estatura  estuvieron  bajo  el  tercer  porcentil  durante  los  prime- 
ros dos  años  de  vida.  A los  trece  meses  de  edad  se  le  practicó 
un  primer  sondeo  y angiografía  cardíaca,  los  cuales  confirma- 
ron el  diagnóstico  clínico  y demostró  además,  hipoplasia  de 
la  arteria  pulmonar  izquierda.  En  esa  ocasión  no  hubo  com- 
plicaciones ni  reacciones  alérgicas  al  material  de  contraste. 

Al  examen  físico  se  observó  una  niña  delgada,  pequeña 
para  su  edad,  sin  cianosis,  con  un  peso  de  8.5kg  y estatura  de 
79  cm.  Los  pulsos  periféricos  estaban  saltones,  la  frecuencia 
cardíaca  110/min.  y la  presión  arterial  100/60mm  Hg.  Pre- 
sentaba un  precordio  hiperactivo  y un  estremecimiento  en  el 
reborde  costal  izquierdo.  El  componente  pulmonar  del 
segundo  ruido  cardíaco  estaba  moderadamente  aumentado. 
Se  escuchó  un  soplo  holosistólico  grado  I V/6  localizado  en  el 
4to.  espacio  intercostal  izquierdo,  un  segundo  soplo  continuo 
con  acentuación  sistólica  en  el  2do.  espacio  intercostal 
izquierdo  y un  retumbo  diastólico  apical  gr  1 1/4. 

La  radiografía  del  tórax  reveló  cardiomegalia  moderada 
con  vascularidad  pulmonar  aumentada,  prominencia  de  la 
arteria  pulmonar  y agrandamiento  del  atrio  izquierdo.  En  el 
EKG  había  evidencia  de  agrandamiento  de  atrio  izquierdo  e 
hipertrofia  biventricular,  con  cambios  en  la  onda  T en  V,. 

El  sondeo  cardíaco  en  esta  admisión  demostró  una  pre- 
sión sistólica  en  la  arteria  pulmonar  de  65  mm  Hg  con  una 
presión  diastólica  de  32mm  Hg,  y una  presión  media  de 
52mm  Hg.  La  presión  sistólica  en  el  ventrículo  derecho  era 
2/3  partes  del  valor  sistémico.  La  resistencia  vascular  pulmo- 
nar no  se  pudo  determinar  ya  que  no  fue  posible  determinar 
las  presiones  de  atrio  izquierdo  y presión  de  cuña  en  las 
arterias  pulmonares.  Durante  la  angiografía  se  hicieron  tres 
inyecciones  de  8 cc  de  Hypaque  M 75%  (diatriozoato 
sódico)  en  las  siguientes  áreas:  conducto  arterioso,  ventrículo 
izquierdo  y arteria  pulmonar.  Se  demostró  la  presencia  de  un 
conducto  arterioso  de  3 mm  de  diámetro,  un  defecto  en  el 
septo  interventricular  a nivel  sub-aórtico,  dilatación  aneuris- 
mática  del  segmento  principal  de  la  arteria  pulmonar,  dilata- 
ción de  la  arteria  pulmonar,  dilatación  de  la  arteria  pulmonar 
derecha  e hipoplasia  de  la  arteria  pulmonar  izquierda.  La 
radiografía  de  abdomen  demostró  un  sistema  pelvo-caliceal 
normal.  Durante  el  procedimiento  se  le  administraron  líqui- 
dos intravenosos  isotónicos  a razón  de  15  mg/Kg/hora, 
Furosemida  3mg  IV  y Digoxina  ,08mg  IV. 

Tres  horas  después  de  sondeo  y angiografía  la  niña  des- 
arrolló fiebre  de  39.5°C  axilar  y esa  noche  presentó  vómitos, 
malestar  epigástrico  y diarrea.  Estos  síntomas  persistían  dos 
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días  post  sondeo  y el  malestar  epigástrico  progresó  a dolor 
abdominal  franco.  Además  se  informó  una  disminución  en  el 
volumen  de  orina.  Al  4to.  día  post  angio  la  niña  estaba 
agudamente  enferma,  con  signos  clínicos  de  deshidratación. 
El  abdomen  estaba  doloroso  a la  palpación  pero  había  peris- 
talsis. Los  resultados  de  laboratorio  revelaron  alteraciones 
marcadas  en  la  química  sanguínea:  urea  de  nitrógeno 
108mg%,  creatinina  5.8mg%,  potasio  6.9m  Eq/1,  sodio  125m 
Eq/1,  cloruro  94m  Eq/1,  bióxido  de  carbono  13m  Eq/1, 
fósforo  1 lmg%  y calcio  6.3mg%.  La  gravedad  específica  de 
la  orina  estaba  disminuida.  En  el  7mo.  día  postangiografía  la 
excreción  de  orina  disminuyó  hasta  78  ml/24  horas  equiva- 
lente a 0.4ml/kg/hora.  La  paciente  se  trasladó  a la  unidad  de 
cuidado  intensivo,  se  restringieron  los  líquidos  intravenosos 
a 350ml/m2  de  solución  salina  normal  al  0.9%  y glucosa  al 
5%,  más  reemplazo  del  volumen  urinario  con  solución  de 
salina  normal  al  0.9%.  Se  ordenó  un  estricto  rastreo  del 
volumen  urinario. 

La  evolución  de  la  insuficiencia  renal  se  puede  observar 
en  las  gráficas  1 y 2 las  cuales  demuestran  un  descenso  progre- 
sivo en  los  niveles  de  urea,  creatinina,  potasio  y fósforo, 
llegando  a niveles  normales  entre  los  días  1 5 y 19  post  angio- 
graña.  La  exreción  de  orina  aumentó  a partir  del  7mo.  dia 
post  angiografía  (Tabla  2).  La  paciente  fue  dada  de  alta  del 
hospital  y se  reevaluó  dos  meses  después  para  determinar  el 
grado  de  función  renal  la  cual  se  encontró  normal. 


NIVELES  DEN  DE  UREA  EN  SANGRE 


Dias  Post -Angiografía 


Gráfica  1.  Niveles  de  N de  urea  en  sangre  (mg%)  4-15  días  pos!  angiografía 
cardíaca.  Nótese  los  niveles  máximos  (108mg%)al  séptimo  y noveno  días  post 
angiocardiografía. 


NIVELES  DE  POTASIO,  CREATININA  Y FOSFORO  EN  SANGRE 


Días  Post- Angiografía 


Gráfica  2.  Niveles  de  potasio  (m  Eq/1),  creatinina  (mg%),  y fósforo  (mg%)en 
sangre  4-19  días  post  angiografía  cardíaca.  Nótese  que  el  nivel  de  creatinina  es 
el  que  primero  empieza  a descender,  seguido  por  fósforo  y potasio.  El  aumento 
que  se  nota  en  el  nivel  de  potasio  en  el  dia  10  se  debe  a infusión  intravenosa. 


TABLA  2 


Excreción  Urinaria 

Días  Post 

Vol.  Excretado 

Vol.  Excretado 

Angio 

(ml/24  horas) 

(ml/Kg/hora) 

7 

78 

.4 

8 

172 

.8 

9 

203 

.9 

10 

410 

1.9 

11 

685 

3.4 

12 

840 

4.0 

13 

965 

4.2 

Discusión 

Se  desconoce  la  incidencia  real  de  la  insuficiencia  renal 
aguda  luego  del  uso  de  medios  de  contraste  en  angiografía 
cardíaca  (Tabla  1 ).  Los  agentes  de  contraste  utilizados  intra- 
venosamente son  compuestos  tri-yodados  hiperosmolares 
cuya  osmolaridad  fluctúa  entre  1,350-1,800  mosm/1  (Tabla 
3).  El  compuesto  utilizado  en  nuestro  caso  tenía  una  osmola- 
ridad del  1,780  mosm/1. 

Existen  factores  de  riesgo  que  se  considera  pueden  predis- 
poner a la  insuficiencia  renal  aguda  tales  como  insuficiencia 
renal  pre-existente,  diabetes  mellitus,  exposición  previa  o múl- 
tiple a medios  de  contraste  e historia  de  alergia  ó hipersensibi- 
lidad  a medios  de  contraste. 

No  se  conoce  con  certeza  la  patogénesis  de  la  insuficiencia 
renal  aguda  luego  del  uso  de  medios  de  contraste.  Sin 
embargo  se  han  postulado  varios  mecanismos  basados  en 
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Insuficiencia  Renal  Aguda  como  una  Complicación 

TABLA  3 


Agentes  de  Contraste  Comunmente  Utilizados 


Nombre 

Osmol. 

Nombre  Genérico 

Comercial 

% Iodo 

(mosm/L) 

Diatrio zoato  sódico 

Hypake  Na 

50,30 

1470 

Diatriozoato  de  meglumina 

Renografin-M 

60,28 

1400 

Hypake  Megl. 

60,28 

1350 

Meglumina-Diatriozoato 

Renografin 

76,37 

1690 

sódico 

Renografin 

60,29 

1420 

Hypake  M 

75,37 

1780 

Iotalamato  de  meglumina 

Conray-60 

60,28 

1400 

Adaptado  de  Byrd  y Sherman;  Medicine,  Mayo  1979, 


estudios  con  animales  experimentales  y en  seres  humanos  que 
ayudan  a explicarla. 

Se  han  descrito  cambios  histológicos  en  el  riñón  luego  de 
angiografía  cardíaca,  consistentes  en  necrosis  medular  y 
vacuolización  de  las  células  epiteliares  del  túbulo  proximal.13 

Se  han  encontrado  alteraciones  morfológicas  en  los  eritro- 
citos al  inyectar  medios  de  contraste.  Se  cree  que  estos 
cambios  se  deben  a daño  directo  al  eritrocito  causando  que 
éstos  formen  grumos  y agregados,  produciendo  un  aumento 
en  la  resistencia  vascular  renal  y cambios  histológicos  en  el 
riñón.14 

Brasch15  ofrece  evidencia  clínica  que  demuestra  la  presen- 
cia de  anticuerpos  en  pacientes  que  han  desarrollado  alergia 
al  medio  de  contraste.  Kleinknecht16  ha  detectado  anticuer- 
pos contra  medios  de  contraste  en  pacientes  con  insuficiencia 
renal  aguda  luego  de  urografía  intravenosa. 

Freyría  y colaboradores17  sostienen  que  un  mecanismo 
que  explica  la  hipersensibilidad  a medios  de  contraste  es  el  de 
la  reactivación  de  la  cascada  de  complemento.  Las  manifesta- 
ciones que  más  frecuentemente  se  observan  en  reacciones 
alérgicas  a medios  de  contraste  son:  urticaria,  espasmo  bron- 
quial, edema  de  las  vías  respiratorias,  hipotensión  severa, 
insuficiencia  renal  y muerte  súbita. 

Berdon  Schuartz  y colaboradores18  han  encontrado  preci- 
pitación de  mucoproteínas  en  los  túbulos  renales  de  pacientes 
con  mieloma  múltiple  luego  de  la  inyección  de  material  de 
contraste. 

No  está  claro  el  papel  que  desempeña  la  deshidratación  en 
la  patogénesis  de  la  insuficiencia  renal  aguda.  Sin  embargo 
hay  evidencia  clínica  que  sugiere  que  es  un  factor  que 
aumenta  la  probabilidad  de  insuficiencia  renal  aguda  en 
pacientes  con  insuficiencia  renal  pre-existente.19  En  nuestro 
caso  no  se  puede  descartar  que  la  deshidratación  causada  por 
la  diarrea,  vómitos  y fiebre  fueron  factores  que  contribuye- 
ron al  desarrollo  de  la  insuficiencia  renal.  Tampoco  se  puede 
descartar  una  reacción  inmunológica  al  tinte  como  la  causa 
de  ésta. 

Se  concluye  que  la  insuficiencia  renal  aguda  es  infrecuente 
luego  del  uso  de  medios  de  contraste  en  angiografía  cardíaca 
y que  la  misma  puede  responder  favorablemente  con  trata- 
miento conservador. 


Vol.  75  Núm.  10 

La  presente  discusión  sirve  para  recalcar  la  importancia 
que  una  serie  de  factores  puede  tener  en  el  desarrollo  de  la 
insuficiencia  renal  aguda. 

Summary 

Radio  contrast-induced  acute  renal  failure  after  angio- 
graphy is  an  uncommon  complication  in  pediatric  patients. 
The  University  Pediatric  Hospital  registered  it’s  first  case  in 
twelve  years.  A two  year  old  female  patient  was  admitted  for 
cardiac  catheterization  and  angiography  with  diagnoses  of 
VSD,  PDA  and  pulmonary  hypertension. The  patient  develo- 
ped signs  of  acute  renal  failure  within  the  first  twenty  four 
hours  after  angiography,  characterized  by  oliguria  and 
increased  serum  levels  of  urea  nitrogen,  creatinine,  potassium 
and  phosphorus.  The  patient  was  managed  medically,  recove- 
ring completely  without  residual  impairment  of  the  renal 
function. 
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Abstract:  An  unusual  case  of  congenital  orbital  rhabdom- 

yosarcoma of  the  alveolar  type  is  presented.  To  our  knowledge  this 
is  the  first  congenital  alveolar  type  of  rhabdomyosarcoma  with 
extensive  metastasis  reported  in  a neonate. 

Rhabdomyosarcoma  is  the  commonest  primary  malig- 
nant tumor  of  the  orbit  in  childhood.  It  is  estimated 
that  100  to  150  children  die  each  year  in  USA  as  a result  of 
rhabdomyosarcoma.  The  peak  age  at  the  time  of  diagnosis  is 
7 to  8 years.  There  have  been  only  nine  cases  of  congenital 
orbital  or  eyelid  rhabdomyosarcoma  reported  in  the  literature 
in  the  past  100  years.1 

This  is  a report  of  a neonate  with  Congenital  Orbital 
Alveolar  Rhabdomyosarcoma  with  multiple  metastases. 

Case  Report 

A Puerto  Rican  female  was  born  at  term  toa  21  year-old 
gravida  1 para  1 mother  who  had  no  history  of  prenatal  or 
perinatal  complications.  The  mother  denied  radiation  or 
chemical  exposure  prior  to  or  during  pregnancy.  Delivery 
was  by  vaginal  route.  Apgar  at  one  minute  of  age  was  9.  Birth 
weight  was  2370  grams,  length  was  21  inches  and  head 
circumference  was  12.5  inches. 

Initial  examination  showed  marked  proptosis  of  right  eye 
and  a hard  lobulated  bluish  colored  mass  that  extended  from 
the  right  orbit  to  the  maxilla  and  right  cervical  area,  with  a 
diameter  of  16  cm  x 10  cm.  (Fig.  1)  There  were  also  multiple 
subcutaneous  masses  in  scalp,  extremities,  trunk,  perineum 
and  spine  ranging  from  1.5  to  4 cm  in  size.  (Fig.  2)  The  liver 
was  palpable  5 cm  below  the  right  costal  margin  and  the  spleen 
was  palpable  2 cm  below  the  left  costal  margin.  The  rest  of  the 
physical  examination  was  unremarkable  except  for  lethargy 
and  poor  response  to  stimuli. 

Ophthalmologic  consultant  reported  proptosis  and  mul- 
tiple angiomatous  like,  elevated  lesions  distributed  through 
the  retina. 


From  the  University  Pediatric  Hospital,  Department  of  Pediatrics  and 
Pathology,  University  of  Puerto  Rico  School  of  Medicine,  San  Juan,  Puerto 
Rico. 


Figure  1.  Severe  proptosis  of  the  right  eye  secondary  to  invading  tumor. 


Figure  2.  Subcutaneous  metastatic  lesions. 


Initial  laboratory  work-up  showed  WBC  24,200cu/mm, 
51%  polymorphonuclears,  48%  lymphocytes,  1%  band  cells, 
Hgb.  17.2  grams  per  deciliter,  Hct.  55%,  Platelet  count 
220,000  per  cu  mm.  Electrolytes,  BUN,  uric  acid  and 
creatinine  levels  were  normal. 

Neuroblastoma,  multiple  hemangiomatosis  and  reti- 
noblastoma were  considered  as  possible  diagnoses.  Com- 
puterized tomography  of  the  mass  was  interpreted  as  a huge 
arteriovenous  malformation  involving  the  neck,  right  middle 
fossae  and  orbit.  (Fig.  3A,B)  Abdominal  sonogram  showed 
hepatic  enlargement  with  no  space  occupying  lesion.  Skin 
biopsy  was  interpreted  as  compatible  with  congenital  neuro- 
blastoma. Bone  marrow  aspiration  showed  well  represented 
myeloid  and  erythroid  series  with  no  evidence  of  metastatic 
disease. 

The  patient  remained  stable  over  the  next  ten  days,  when 
she  suddenly  had  a respiratory  arrest  and  died. 

Autopsy  diclosed  a mass  invading  right  middle  cranial 
fossa,  orbit  and  maxilla.  This  mass  was  rubbery  inconsistency 
with  a white  to  yellow  fibrillar  and  granular  surface  with 
scattered  areas  of  necrosis.  There  were  also  metastatic  lesions 
to  adrenal  medulla,  kidneys  and  right  lower  lung. 
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Figure  3A.  Observe  the  huge  soft  tissue  component  permeating  the  temporal 
squama  with  intracranial  extension. 


Figure  3B.  The  huge  intracranial  extradural  mass  component  displaces  the 
brain  substance  contralaterally. 


Histologically  the  tumor  showed  alveolar  pattern  com- 
posed of  fine  strands  of  connective  tissue  to  which  small  ovoid 
shaped  cells,  that  presented  scanty  cytoplasm,  were  attached. 
There  were  also  larger  cells  that  presented  abundant  eosino- 
philic cytoplasm  with  fine  stippling  and  centrally  located 
hyperchromatic  nuclei.  (Fig.  4). 

Careful  microscopic  examination  failed  to  reveal  cross 
striations  either  in  H & E or  PTAH  (phospho  tungstein  acid 
hematoxylin)  stains,  but  their  presence  is  not  considered 
necessary  for  the  final  diagnosis.  Metastatic  lesions  showed 
the  same  histologic  features. 

Histologic  appearance  was  considered  characteristic 
enough  to  classify  this  tumor  as  rhabdomyosarcoma, alveolar 
type. 


Figure  4.  Low  power  view  demonstrating  prominent  alveolar  pattern. 


Discussion 

Rhabdomyosarcoma  occurs  in  all  age  groups  from 
newborn  infants  to  the  elderly.  There  is  a male  to  female  ratio 
of  2:1. 8 There  is  no  known  predilection  as  far  as  race  is 
concerned.  Rhabdomyosarcoma  is  the  most  common  soft 
tissue  sarcoma  in  the  pediatric  age  group.5  6 7 The  histogenesis 
of  these  tumors  is  uncertain.  They  are  supposedly  derived 
from  rhabdomyomatous  elements.  Some  growths  develop  in 
relation  to  skeletal  muscle  in  adults  and  juveniles  while  most 
of  them,  specially  in  children,  in  organs  and  situations  devoid 
of  such  elements.  Maurer  et  al  reviewed  423  children  with 
newly  diagnosed  rhabdomyosarcoma.8  The  distribution  of 
tumors  by  their  primary  sites  of  occurence  included:  orbit 
(7%),  head  and  neck  (29%),  extremities  (23%),  genitourinary 
tract  (18%),  retroperitoneum  (14%)  and  miscellaneous  loca- 
tions (9%).8 

The  approach  of  the  neonate  with  cancer  poses  unique 
problems,  not  only  because  of  the  very  young  age  of  the 
patient,  but  also  because  the  frequency  of  neonatal  malignant 
tumors  differs  from  that  of  older  children. 

Neuroblastoma  is  the  most  frequent  tumor  in  the  neonatal 
period,  followed  by  leukemias,  kidney  tumors  and  finally 
sarcomas.9  In  the  neonate,  fibrosarcoma  is  the  most  common 
sarcoma  followed  by  rhabdomyosarcoma.  Of  the  rhab- 
domyosarcomas, the  embryonal  type  is  the  most  frequent. 

The  causes  of  eyelid  lesions  in  childhood  are  numerous.  In 
one  large  series  rhabdomyosarcoma  constituted  less  than  1% 
of  eyelid  lesions.10  In  the  neonatal  period  hemangiomas  and 
dermoid  cysts  constitute  90%  of  tumor-lesions. 

In  our  patient  the  apparent  site  of  the  rhabdomyosarcoma 
was  the  right  orbit  causing  severe  proptosis  and  extending  to 
the  right  middle  craneal  fossa  and  downward  to  the  maxilla 
and  cervical  area. 

As  in  our  patient,  rhabdomyosarcoma  involves  the  right 
orbit  more  frequently  than  the  left  and  may  invade  surrounding 
tissues  and  central  nervous  system.  Other  presenting  signs 
could  be  nasal  obstruction,  epistaxis  and  rhinorrhea.5 
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Of  the  nine  congenital  orbital  or  eyelid  cases  reported  in 
the  literature,  only  one  was  classified  as  alveolar  type  without 
evidence  of  metastasis.11  Our  patient  had  an  alveolar  type  and 
had  extensive  metastases. 

Our  patient’s  death  was  probably  secondary  to  central 
nervous  system  extension,  brain  edema  or  bleeding.  No 
therapy  was  given.  Enterline  reported  90%  mortality  when 
there  is  central  nervous  system  involvement.7 

Surgical  removal  of  the  primary  lesion  is  one  form  of 
treatment  of  orbital  rhabdomyosarcoma.  Radiotherapy  and 
chemotherapy  are  used  when  metastatic  disease  or  recurrences 
are  present;  this  tumor  is  radiosensitive  but  not  radiocurable.2 
Several  chemoterapeutic  agents  have  been  employed  in  the 
neonatal  period  (Vincristine,  Ciclophosphamide,  Actinomycin 
D).10  The  average  duration  of  life  after  diagnosis  is  1 - 1 1/2 
years. 

Resumen:  Se  presenta  un  caso  raro  de  rabdomiosarcoma 

de  la  órbita.  Hasta  donde  sabemos  este  es  el  primer  caso  de 
rabdomiosarcoma  congénito  del  tipo  alveolar,  con  metástasis 
extensa,  informado  en  un  neonato. 
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Abstract:  A 7-month  old  male  infant  with  Hemophilus 

influenzae  type  b meningitis  and  sepsis  with  severe  hypotension 
developed  disseminated  intravascular  coagulation.  With  inten- 
sive supportive  measures  and  appropriate  antimicrobial  the- 
rapy, the  infant  survived  with  severe  neurological  damage 
including  non-communicating  hydrocephalus  that  required  a 
ventriculoperitoneal  shunt.  An  additional  sequela  was  sponta- 
neous amputation  of  the  distal  portion  of  the  right  fourth  toe 
and  of  the  left  middle  finger,  secondary  to  ischemic  necrosis. 

Most  probably,  severe  and  refractory  hypotension  was  the 
triggering  factor  for  the  occurrence  of  disseminated  intravas- 
cular coagulation  in  this  patient.  Aggressive  therapy  of  shock 
in  patient  with  bacterial  sepsis  is  of  extreme  urgency  in  the 
prevention  of  this  dreaded  complication. 


Shock  associated  to  hemorrhagic  manifestations  in  a 
patient  with  bacterial  meningitis,  classically,  has  been 
linked  etiologically  to  an  infection  with  Neisseria  meningitidis. 
However,  miscellaneous  infectious  agents  are  capable  of 
causing  a syndrome  that,  clinically,  may  strikingly  resemble  a 
meningococcal  sepsis. 

Recently,  a 7-month  old  male  infant  was  admitted  to  the 
University  Pediatric  Hospital  in  Río  Piedras,  Puerto  Rico, 
with  Hemophilus  influenzae  meningitis  and  septicemia 
complicated  by  severe  hypotension  and  extensive  cutaneous 
hemorrhagic  manifestations.  To  our  knowledge,  only  five 
other  patients  with  Hemophilus  influenzae  infection  causing  a 
similar  clinical  expression  have  been  reported  in  the  medical 
literature.1 


Case  Report 

A 7-month  old  male  infant  was  admitted  to  the  hospital 
with  a 24-hour  history  of  fever  and  persistent  vomiting.  On  the 
day  of  the  onset  of  these  symptoms,  the  patient  was  treated 
elsewhere  for  dehydration  with  intravenous  fluids.  When  his 
clinical  condition  continued  to  deteriorate,  the  patient  was 
referred  to  our  hospital  for  further  evaluation  and  treatment. 
On  admission,  the  infant  had  a rectal  temperature  of  37°C. 
Respirations  were  irregular  and  shallow  with  a rate  of 
32/minute.  Pulse  was  thready  with  a rate  of  198/minute. 
Systolic  blood  pressure  was  40  mm  Hg  with  an  undetectable 
diastolic  blood  pressure.  Physical  examination  revealed  a 
markedly  obtunded,  acutely  ill  infant  with  a bulging  anterior 
fontanelle.  The  skin  showed  generalized  mottling  and  a 
confluent  petechial  rash  that,  initially,  as  illustrated  in  figure  1, 
was  more  evident  in  the  lower  extremities. 


Figure  1.  Cutaneous  hemorrhages  in  admission. 


University  Pediatric  Hospital,  Department  of  Pediatrics,  University  of 
Puerto  Rico.  Medical  Sciences  Campus,  San  Juan,  Puerto  Rico. 
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Examination  of  the  cerebrospinal  fluid  (CSF)  yielded  a 
cloudy  fluid  that  contained  450  white  blood  cells/mm3  with 
94%  polymorphonucleated  cells.  CSF  glucose  was  0 mg/dl 
with  a simultaneous  blood  glucose  of  39  mg/dl.  CSF  protein 
was  185  mg/dl.  Gram  stain  revealed  Gram  negative  bacilli 
and  Hemophilus  influenzae  type  b sensitive  to  ampicillin  was 
subsequently  isolated  from  CSF  and  blood  bacterial  cultures. 

Admission  hematologic  studies  included  a hemoglobin  of 
10.6  gm/dl  and  a white  blood  cell  count  of  only  6,300/mm3 
with  1%  metamyelocytes,  28%  bands,  14%  mature  neutro- 
philes,  and  57%  lymphocytes.  Toxic  granulations  were  present 
in  70%  of  the  neutrophils.  Initially,  the  platelet  count  was 
143,000/mm3  but  on  the  evening  of  the  day  of  admission,  a 
repeated  count  showed  only  24,000  platelets/mm.3  Platelets 
continued  to  decrease  to  a lowest  value  of  12,000/mm3  on  the 
fourth  day  of  illness.  Partial  thomboplastin  time  was  48 
seconds  with  a control  of  30  seconds  and  the  prothrombin 
time  was  18  seconds  with  a control  of  1 1 seconds.  Fibrinogen 
was  960  mg/dl  (Fibrindex,  normal  values  300-600  mg/dl). 

Treatment  was  initiated  on  admission  with  aqueous 
penicillin  at  a dosage  of  400,000  units/kg  of  body  weight  and 
chloramphenicol  100  mg/kg  of  body  weight.  Both  anti- 
microbial agents  were  administered  intravenously.  Aqueous 
penicillin  was  changed  to  ampicillin,  400  mg/kg  of  body 
weight,  when  culture  reports  became  available  and  was  given 
for  21  days.  Chloramphenicol  was  discontinued  on  the  12th 
day  of  hospitalization.  Additional  therapeutic  measures  were 
implemented  to  restore  an  effective  circulation,  to  counteract 
increased  intracranial  pressure,  and  to  correct  a severe 
metabolic  acidosis.  Hypoxemia  was  significant  and  a volume 
respirator  was  used  to  provide  assisted  ventilation. 

The  initial  24  hours  of  hospitalization  were  characterized 
by  a markedly  depressed  sensorium  and  intermittent  periods 
of  hypotension  despite  infusion  of  intravenous  fluids, albumin, 
and  the  use  of  vasopressor  agents.  The  cutaneous  hemor- 
rhagic lesions  continued  to  progress  and  within  72  hours 
following  admission,  ischemia  of  the  right  third,  fourth,  and 
fifth  toes  and  of  the  left  third  and  fifth  fingers  became  evident. 
These  findings  are  depicted  in  figures  2 and  3.  Although  CSF 
and  blood  cultures  became  negative  48  hours  after  the 
j initiation  of  antimicrobial  therapy,  the  clinical  respone  of  this 
patient  was  poor.  Early  in  the  course  of  his  illness  he  showed 
signs  of  severe  neurological  damage. 


Figure  2.  Evolution  of  hemorrhagic  lesions  at  72  hours. 


Figure  3.  Evolution  of  hemorrhagic  lesions  at  72  hours. 


Assited  ventilation  with  a volume  respirator  was  needed 
until  the  13th  day  of  hospitalization  due  to  poor  ventilatory 
effort.  His  pulse  and  blood  pressure  were  very  labile, 
apparently  secondary  to  increased  intracranial  pressure.  Two 
weeks  after  admission,  a noncommunicating  hydrocephalus 
was  diagnosed  by  cumputerized  axial  tomography  and  a 
ventriculo-peritoneal  shunt  was  required. 

The  infant  was  discharged  following  a 30-day  hospitaliza- 
tion with  apparently  severe  residual  neurological  damage.  By 
this  time,  ischemic  necrosis  had  resulted  in  the  spontaneous 
amputation  of  the  distal  portion  of  his  right  fourth  toe  and  of 
his  left  middle  finger. 


Discussion 

Disseminated  intravascular  coagulation  (DlC)can  occur 
as  a complication  of  a variety  of  infectious  and  non-infectious 
diseases.2  3 In  children,  bacterial  septic  shock  is  an  important 
cause  of  DIC.4  Neisseria  meningitidis,  a gram  negative 
diplococcus,  is  the  prototype  bacterial  pathogen  capable  of 
causing  this  syndrome.  Less  often,  infection  with  other 
pathogens  such  as  Streptococcus  pneumoniae 5 and  Hemo- 
philus influenzae 1 may  cause  bacterial  sepsis  with  shock  and 
DIC  clinically  indistinguishable  from  a fulminant  meningo- 
coccal infection.  DIC  is  initiated  by  the  liberation  of  tissue 
thromboplastin  into  the  circulation,  by  damage  to  the 
vascular  endothelium,  by  shock,  or  by  the  combined  effects 
of  these  triggering  factors.  The  syndrome  is  characterized  by 
hemorrhagic  phenomena,  significant  thrombocytopenia,  the 
consumption  of  various  coagulation  factors,  secondary 
fibrinolysis  with  the  release  of  fibrin  degradation  products, 
and  by  a microangiopathic  hemolytic  anemia.2  3 

The  hemorrhagic  manifestations  in  DIC  most  often 
consist  of  petechiae  and  ecchymoses  rather  than  of  overt 
bleeding  even  in  the  presence  of  profound  disturbances  in  the 
clotting  mechanism  caused  by  a severe  depletion  of  fibrinogen, 
coagulation  factors,  and  platelets,  together  with  the  heparin- 
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like  effects  of  fibrin  degradation  products.  In  seriously  ill 
patients,  however,  there  may  be  extensive  bleeding  from  sites 
of  venipuncture,  the  mucous  membranes,  the  gastrointestinal 
tract,  the  urinary  tract,  the  lungs,  abdominal  viscera,  and 
rarely,  the  brain. 

Clinically  evident  thrombosis  may  be  minimal  despite  the 
ongoing  fibrin  deposition  in  the  microcirculation  that  is  a 
feature  of  the  syndrome.  If  the  thrombotic  process  is 
extensive,  the  patient  may  present  with  convulsions,  coma, 
acute  dyspnea,  cyanosis,  abdominal  pain  or  oliguria  depend- 
ing on  which  organ  is  most  severely  involved.  The  extent  of 
vital  organ  damage  also  determines  survival.  If  the  thrombotic 
process  affects  the  extremities,  loss  of  limb  may  be  the 
outcome.5  The  hemolytic  anemia  found  in  patients  with  DIC 
is  believed  to  result  from  the  fragmentation  of  red  blood  cells 
forced  to  pass  through  a capillary  bed  clogged  by  fibrin 
deposits.  These  fragmented  red  blood  cells  my  be  seen  in  a 
peripheral  blood  £mear,  a laboratory  finding  helpful  in  the 
diagnosis  of  the  syndrome. 

When  the  clinical  setting  is  appropriate  and  signs  and 
symptoms  are  highly  suggestive,  the  recognition  of  DIC 
becomes  relatively  simple.  Onset  of  the  disturbance,  however, 
may  be  subtle.  In  a critically  ill  patient,  persistent  oozing 
from  venipuncture  sites  may  be  the  earliest  and  only  clue  to 
the  onset  of  the  syndrome. 

When  the  clinical  setting  is  appropriate  and  signs  and 
symptoms  are  highly  suggestive,  the  recognition  of  DIC 
becomes  relatively  simple.  Onset  of  the  disturbance,  however, 
may  be  subtle.  In  a critically  ill  patient,  persistent  oozing 
from  venipuncture  sites  may  be  the  earliest  and  only  clue  to 
the  onset  of  the  syndrome. 

Once  suspected,  a presumptive  diagnosis  of  DIC  can  be 
made  using  a few  simple  screening  tests.  A definitive  diagnosis 
requires  additional  tests  such  as  coagulation  factors  assays.  The 
most  useful  screening  tests  are  the  platelet  count,  the  prothrom- 
bin time,  and  the  levels  of  fibrin  split  products.  The  presence  of 
fragmented  red  blood  cells  in  a preipheral  smear  is  an 
important  diagnostic  clue  but  by  no  means  pathognomonic 
of  DIC.  Significant  hypofibrinogenemia  is  a common  but  not 
a universal  finding.2  A normal  or  even  elevated  fibrinogen 
level  does  not  exclude  the  diagnosis.  Fibrinogen  levels 
increase  in  a variety  of  diseases  including  infections  and  may 
be  elevated  prior  to  the  onset  of  DIC.  If  that  is  the  case,  up  to 
several  days  may  be  required  for  those  levels  to  fall  below 
normal.6  Perhaps  this  explains  why  our  patient  had  such 
elevated  fibrinogen  levels  in  the  presence  of  other  clinical 
parameters  highly  suggestive  of  a diagnosis  of  DIC. 

Hemophilus  influenzae  type  b is  a very  common  cause  of 
bacterial  sepsis  in  children  but  an  unusual  cause  of 
disseminated  intravascular  coagulation.  Since  Hemophilus 
influenzae  is  not  known  to  produce  an  endotoxin,  DIC  in 
association  with  infections  with  this  pathogen,  cannot  be 
attributed  to  endotoxin  - induced  damage  to  the  vascular 
endothelium.  Other  events,  such  as  the  severe  and  refractory 
shock  and  the  metabolic  acidosis  exhibited  by  our  patient, 
must  have  been  responsible  for  the  unusual  clinical  expression 
of  his  infection  with  this  microorganism.  A strong  correlation 
between  the  presence  of  shock  in  children  with  bacterial 
sepsis  and  the  occurrence  of  DIC  has  been  reported.4  In  the 
prevention  of  this  dreaded  complication  of  bacterial  sepsis, 
the  prompt  correction  of  circulatory  disturbances  and 
associated  metabolic  derangements,  may  be  of  utmost 
urgency. 


Resumen:  En  este  artículo  se  describe  la  enfermedad  de  un 

lactante  de  7 meses  de  edad  con  meningitis  y sepsis  causada  por 
Hemophilus  influenzae  tipo  b.  La  enfermedad  se  vió  compli- 
cada por  hipotensión  severa  y por  el  síndrome  de  coagulación 
intravascular  diseminada. 

Luego  de  recibir  medidas  de  tratamiento  agresivas,  inclu- 
yendo el  uso  apropiado  de  agentes  antimicrobianos,  el  paciente 
sobrevivió  pero  con  daño  residual  severo.  Desarrolló  hidro- 
cefalia no-comunicante  que  requirió  una  derivación  ventriculo- 
peritoneal y además,  debido  a necrosis  por  isquemia,  el  lactante 
sufrió  la  amputación  espontánea  de  la  parte  distal  del  cuarto 
dedo  del  pie  derecho  y del  tercer  dedo  de  la  mano  izquierda. 

Es  muy  importante  que  la  hipotensión  severa  y refractaria  a 
tratamiento  que  exhibió  este  paciente  fuese  el  factor  que 
precipitó  el  proceso  de  coagulación  intravascular  diseminada. 
Para  prevenir  esta  complicación  en  pacientes  con  sepsis  bacte- 
riana, el  tratamiento  agresivo  de  la  hipotensión  es  de  extrema 
urgencia. 
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ment, stimulation  and  hyperactivity. 

Dosage:  Individualize  for  maximum  beneficial  effect. 
Adults:  30  mg  usual  dosage;  15  mg  may  suffice  in  some 
patients.  Elderly  or  debilitated  patients:  15  mg  recom- 
mended initially  until  response  is  determined. 

Supplied:  Capsules  containing  15  mg  or  30  mg  fluraze- 
pam HCI 
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Contemporary  HypnoticTherapy 


Dalmane*  [flurazepam  HC1 /Roche]  Stands  Apart 


Only  one 
sleep  medication 
objectively 
fulfills  all  these 
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criteria: 


•Rapid  onset  of  sleep.1 

•More  total  sleep  time  on  the  first 
3 nights  of  therapy.1 

•More  total  sleep  time  on  nights 
12  to  14  of  therapy.1 

•Continued  efficacy  for  at  least  28  nights . 

•Seldom  produces  morning  hangover.5 

•Avoids  rebound  insomnia  when 
therapy  is  discontinued.1 4 s 


15-mg/30-mg  capsules 
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Please  see  summary  of  product  information  on  reverse  side. 


Dalmane® 

flurazepam  HCI/Roche 


[ 


v 


s/OL.  75/NUM.  11  NOVIEMBRE  13B3 


Sirviendo  a los  Socios  de  la  Cruz  Azul 


• 3,018  médicos  • 665  laboratorios 

• 680  dentistas  • 570  farmacias 

• 184  hospitales  privados  y públicos 


Un  emblema 
que  es  una 
garantía... 

En  todo  lugar  de  Puerto 
Rico  encontrarás  este 
emblema. 

Farmacias,  hospitales, 
médicos,  laboratorios, 
y dentistas  lo  exhiben 
con  orgullo. 

Ellos  constituyen  la 
mejor  garantía  de  que 
recibirás  los  servicios 
que  adquiriste  en 
tu  contrato  con  la 
Cruz  Azul. 

Cuando  necesites 
servicios  de  salud,  acude 
inmediatamente  con  tu 
tarjeta  Cruz  Azul  a un 
proveedor  de  servicios 
que  exhiba  el  emblema 
“Bienvenidos,  Socios 
Cruz  Azul”. 

Además  de  economizar 
dinero  y tiempo, 
encontrarás  en  ellos 
una  mano  amiga  y un 
servicio  esmerado. 

Para  tu  mejor 
conveniencia,  sigue  este 
consejo  de  la  Cruz  Azul 
a toda  su  matrícula. 

LA  CRUZ  AZUL 
DE  PUERTO  RICO 
Gente  Sirviendo 
a su  Gente 
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Columna  del  Editor 


Este  número  del  Boletín  es  de  singular  importancia  por  ser 
una  edición  especial  que  la  Junta  Editora  dedica  a la  memoria 
del  Dr.  Ramón  M.  Suárez-Calderón.  Comienza  la  Junta  sus 
funciones  en  enero  de  1982,  apenas  dos  semanas  del  triste 
fallecimiento  del  Dr.  Suárez.  Inmediatamente  señala  como 
uno  de  los  objetivos  el  preparar  un  número  de  la  revista 
conmemorando  su  vida  y su  obra. 

Luego  de  salvados  algunos  obstáculos  iniciales,  que  ame- 
nazaban la  supervivencia  misma  de  la  revista,  se  solicita  la 
participación  activa  de  la  Sociedad  Puertorriqueña  de  Cardio- 
logía y de  la  Sección  de  Cardiología  de  la  Asociación  Médica 
de  Puerto  Rico  para  la  elaboración  de  dicho  número.  Estas 
organizaciones  gustosamente  aceptan  la  propuesta  y designan 
al  Dr.  Mario  R.  García-Palmieri  y al  Dr.  José  M.  Torres- 
Gómez  como  editores  invitados  a cargo  de  este  número  espe- 
cial. Se  recibe  asimismo  el  endoso  de  los  34  Ex-presidentes  de 
la  Asociación  Médica  de  Puerto  Rico  que  aún  quedan  con 
vida,  y así  lo  hacen  constar  con  su  firma  en  el  documento  que 
aparece  en  la  página  489. 

La  labor  editorial  que  hubo  que  realizar  para  preparar  este 
número  histórico  no  resultó  fácil  ni  cómoda.  Es  gracias  al 
entusiasmo,  la  devoción  y el  interés  de  los  editores  invitados 
que  se  convierte  en  realidad  nuestro  objetivo.  A través  de  sus 
páginas  aprenderá  el  lector  la  magnitud  e importancia  de  la 
obra  científica  del  Dr.  Suárez,  obra  que  se  reconoce 
internacionalmente  para  el  prestigio  del  hombre  y su  patria. 
La  recopilación  de  sus  publicaciones  ilustra  lo  prolífica  que 
es  su  obra  y ejemplifica  su  intención  de  difundir  el  conoci- 
miento médico  para  beneficio  de  todos.  Es  notable  el  hecho  de 
que  la  mayoría  de  sus  trabajos,  135  de  ellos  aparecen  publi- 
cados en  el  Boletín  de  la  Asociación  Médica  de  Puerto  Rico. 

A través  de  sus  “citas”  puede  percibirse  la  preocupación 
perenne  por  la  salud  de  su  pueblo,  sus  profundas  convicciones 
cristianas  así  como  su  auténtico  sentimiento  humanitario  y de 
justicia  social.  La  multitud  de  facetas  que  caracterizan  al  Dr. 
Suárez  parecen  encarnar  el  profundo  pensamiento  del  poeta 
latino  Terencio:  “Hombre  soy,  y nada  de  lo  humano  me  es 
ajeno”. 


Rafael  Villavicencio,  M.D.,  F.A.C.C. 

Presidente,  Junta  Editora 

Boletín  Asociación  Médica  de  Puerto  Rico 
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MECCA  CE  PUERTO  RlC! 


NUESTRA  PORTADA 

Alfredo  Inclán,  cubano  de  nacimiento,  es  el  autor  del  retrato  del  Dr. 
Suárez  que  aparece  en  la  portada.  Nació  en  La  Habana  el  13  de  mayo  de 
1918.  Reside  en  San  Juan  desde  febrero  de  1964cuandosaliódeCuba.  Vino 
a Puerto  Rico  porque  ya  tenía  familiares  viviendo  aquí. 

Entrevistando  al  Sr.  Inclán,  nos  dice  que  “nació  con  el  lápiz  en  la 
mano”.  De  niño,  dibujaba  todo  lo  que  veía.  Estudió  arquitectura  en  la 
Universidad  de  La  Habana.  Al  finalizar  su  segundo  año,  el  Gobierno  cerró 
la  Universidad  por  cuestiones  políticas,  y él  se  dedicó  al  dibujo  comercial 
con  gran  éxito.  Tres  años  más  tarde  se  reabrió  la  universidad  y pudo 
reanudar  sus  estudios  obteniendo  finalmente  el  titulo  de  arquitecto. 

Al  llegar  a Puerto  Rico,  comenzó  a trabajar  para  distintas  firmas  de 
arquitectos  dibujando  perspectivas  de  proyectos.  Su  trabajo  fue  tan  bien 
recibido  que  desde  entonces  sus  servicios  han  sido  muy  solicitados. 

Su  afición  por  la  pintura  lo  llevó  a dominar  las  técnicas  del  óleo,  la 
acuarela,  el  pastel,  la  tempera  y el  acrílico.  Su  "hobby”  es  pintar  retratos  y el 
primero  que  pintó  en  Puerto  Rico  fue  el  de  la  ex-alcaldesa  Felisa  Rincón  de 
Gautier.  T uvo  tal  acogida,  que  a esa  obra  siguieron  otras  que  le  dieron  al  Sr. 
Inclán  su  merecida  fama. 

Siendo  paciente  del  Dr.  Suárez,  le  impresionó  tantosu  generosidad, que 
quiso  hacerle  un  homenaje  “a  su  manera”.  Sin  que  lo  supiera  el  médico,  su 
hermana  le  consiguió  una  foto  de  la  cual  el  Sr.  Inclán  pintó  el  retrato  que  se 
reproduce  en  la  portada.  Como  para  esa  fecha  el  Dr.  Suárez  se  encontraba 
internado  en  la  Clínica  Mimiya,  el  retrato  le  fue  entregado  sorpresivamente 
por  su  hijo  Ramón  Miguel.  Dice  el  Sr.  Inclán,  que  al  encontrarse  con  el  Dr. 
Suárez  (ya  dado  de  alta),  éste  le  dijo  que  la  medicina  que  verdaderamente 
dió  inicio  a su  recuperación  fue  la  grata  sorpresa  del  retrato.  El  original  lo 
conserva  en  su  casa  la  Sra.  María  Javiera  Benitez,  viuda  del  Dr.  Ramón  M. 
Suárez. 


José  M.  Torres-Gómez,  M.D. 
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Today's  answer  in 
hypertension  management. 

One-tablet-a-day  dosage 

The  starting  dose— one  50  mg  tablet  a day 
—becomes  the  long-term  maintenance  dose 
tor  most  patients. 

Time-consuming  dosage  adjustments 
are  eliminated  and  optimal  patient  compliance 
is  virtually  assured. 

Development  ot  therapeutic  tolerance  has 
not  been  reported  after  long-term  use. 


...and  cardioselectivity. 

A preferential  effect  on  cardiac  /31  receptors 
rather  than  on  bronchial  or  peripheral  ¡52 
receptors  provides  an  added  margin  of  safety. 

For  a recent  investigational  study,  the 
beta  antagonist  selected  was  TENORMIN 
“because  of  its  cardioselectivity,  its  prolonged 
effectiveness  over  24  hours,  and  its  ‘flat’  dose- 
response  curve....”1 

"Cardioselectivity  denotes  a relative  preference  for 
receptors,  located  chiefly  in  cardiac  tissue. 

This  preference  is  not  absolute. 


Beta  blocker  therapy  with  both 
one-tablet-a-day  dosage 
and  cardioselectivity. 


(atenolol) 


ee  following  page  of  this 
dvertisement  for  brief  summary 
f prescribing  information. 
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STUART  PHARMACEUTICALS 


Today’s  answer  in  hypertension  management. 


TENORMIN*  (atenolol) 

A beta, -selective  blocking  agent  tor  hypertension 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  ot  hyperten- 
sion It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic 

CONTRAINDICATIONS:  TENORMIN  Is  contraindicated  in  sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  and  overt  cardiac  failure  (see  WARNINGS). 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
(unction  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  of  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure  In  hypertensive  patients 
who  have  congestive  heart  failure  controlled  by  digitalis  and  diuretics,  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction 

In  Patients  Without  a History  ot  Cardiac  Failure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  time  can,  in  some  cases,  lead  to  cardiac  failure  At  the  first 
sign  or  symptom  of  impending  cardiac  failure,  patients  should  be  fully  digitalized  and/or  be  given  a 
diuretic  and  the  response  observed  closely  If  cardiac  failure  continues,  despite  adequate  digitaliza- 
tion and  diuretic,  TENORMIN  therapy  should  be  withdrawn 

Ischemic  Heart  Disease:  Following  abrupt  cessation  of  therapy  with  certain  beta-blocking  agents 
in  patients  with  coronary" artery  disease,  exacerbations  of  angina  pectoris  and,  in  some  cases, 
myocardial  infarction  have  been  reported  Therefore,  such  patients  should  be  cautioned  against 
interruption  of  therapy  without  the  physician’s  advice  Even  in  the  absence  of  overt  angina  pectoris, 
when  discontinuation  of  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  fo  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  if  with- 
drawal symptoms  occur, 

Bronchospastlc  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  of  Its  relative  beta,  selectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  In  patients  with  bronchospastlc  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  treatment.  Since  beta,  selectivity  is 
not  absolute  the  lowest  possible  dose  of  TENORMIN  should  be  used,  with  therapy  initiated 
at  50  mg  and  a beta, -stimulating  agent  (bronchodilator)  made  available.  It  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  and  Major  Surgery:  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery.  In  this  case,  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia  If  treatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene 
TENORMIN,  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agents  (eg,  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSAGE)  Manifestations  of  excessive  vagal  tone  (eg,  profound 
bradycardia,  hypotension)  may  be  corrected  with  atropine  (1-2  mg  I V ). 

Diabetes  and  Hypoglycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  if  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglyce- 
mia, but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  and.  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  of  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg,  tachycardia)  of 
hyperthyroidism  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm,  therefore, 
patients  suspected  of  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION) 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg,  reserpme)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  observed  for  evidence  of  hypotension  and/or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension 
Should  it  be  decided  to  discontinue  therapy  in  patients  receiving  beta  blockers  and  clomdine 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  before  the  gradual  withdrawal 
of  clomdine 

Carcinogenesis,  Mutagenesis,  Impairment  ot  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion ot  18  or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  of  18  months) 
mouse  study,  each  employing  dose  levels  as  high  as  300  mg/kg/day  or  150  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents  Results  of  various 
mutagenicity  studies  support  this  finding 

Fertility  of  male  or  female  rats  (evaluated  at  dose  levels  as  high  as  200  mg/kg/day  or  100  times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  administration 
Animal  Toxicology:  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  of  vacuo- 
lation  of  epithelial  cells  of  Brunner’s  glands  in  the  duodenum  of  both  male  and  female  dogs  at  all 
tested  dose  levels  of  atenolol  (starting  at  15  mg/kg/day  or  7 5 times  the  maximum  recommended 
human  dose)  and  increased  incidence  of  atrial  degeneration  of  hearts  of  male  rats  at  300  mg  but 
not  150  mg  atenolol /kg /day  (150  and  75  times  the  maximum  recommended  human  dose, 
respectively) 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C.  Atenolol  has  been  shown  to  produce  a dose- 
related  increase  in  embryo  fetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg /kg  or 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg  / kg  or  1 2 5 times  the 
maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg- 
nant women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potential  benefit  justifies  the 
potential  risk  to  the  fetus 

Nursing  Mothers:  it  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient  Frequency  estimates 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S studies)  or  elicited  (eg,  by  checklist— foreign  studies)  The  reported  frequency  of  eli- 
cited adverse  effects  was  higher  for  both  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  of  adverse  effects  for  TENORMIN  and  placebo 
is  similar,  causal  relationship  is  uncertain 


The  following  adverse-reaction  data  present  frequency  estimates  in  terms  of  percentages  first 
from  the  U S studies  (volunteered  side  effects)  and  then  from  both  U S and  foreign  studies  (volun- 
teered and  elicited  side  effects): 

U.S.  STUDIES  (%  ATENOLOL-%  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%),  cold  extremities  (0%-0  5%),  postural  hypotension 
(2%-1  %),  leg  pain  (0%-0  5%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULAR  dizziness  (4%-1%),  vertigo  (2%-0  5%) 
light-headedness  (1%-0%),  tiredness  (0  6%-0.5%).  fatigue  (3%-1%),  lethargy  (1%-0%),  drowsi- 
ness (0  6%-0%),  depression  (0  6%-0  5%),  dreaming  (0%-0%) 

GASTROINTESTINAL  diarrhea  (2%-0%).  nausea  (4%-1%) 

RESPIRATORY  (See  WARNINGS)  wheeziness  (0%-0%),  dyspnea  (0  6%-1%) 

TOTALS  U.S.  AND  FOREIGN  STUDIES: 

CARDIOVASCULAR  bradycardia  (3%-0%),  cold  extremities  (12%-5%),  postural  hypotension 
(4%-5%),  leg  pain  (3%-1%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULAR  dizziness  (13%-6%),  vertigo  (2%-0  2%) 
light-headedness  (3%-0  7%),  tiredness  (26%-13%),  fatigue  (6%-5%).  lethargy  (3%-0  7%), 
drowsiness  (2%-0  5%),  depression  (12%-9%),  dreaming  (3%-1%) 

GASTROINTESTINAL  diarrhea  (3%-2%),  nausea  (3%-1%) 

RESPIRATORY  (see  WARNINGS)  wheeziness  (3%-3%),  dyspnea  (6%-4%) 

MISCELLANEOUS  There  have  been  reports  of  skin  rashes  and/or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs  The  reported  incidence  is  small  and,  in  most  cases, 
the  symptoms  have  cleared  when  treatment  was  withdrawn  Discontinuance  of  the  drug  should 
be  considered  if  any  such  reaction  is  not  otherwise  explicable  Patients  should  be  closely  moni- 
tored following  cessation  of  therapy 

POTENTIAL  ADVERSE  EFFECTS:  In  addition,  a variety  of  adverse  effects  have  been  reported 
with  other  beta-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effects  of 
TENORMIN  (atenolol) 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress 
Central  Nervous  System:  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances. hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  of  time  and 
place,  short-term  memory  loss,  emotional  lability  with  slightly  clouded  sensorium,  decreased  per- 
formance on  neuropsychometrics 

Gastrointestinal:  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia,  Peyronie’s  disease,  erythematous  rash,  Raynaud's  phenomenon 
Miscellaneous:  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Furthermore,  a number  of  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  of  the 
reaction 

OVERDOSAGE:  To  date,  there  is  no  known  case  of  acute  overdosage,  and  no  specific  information 
on  emergency  treatment  of  overdosage  is  available  The  most  common  effects  expected  with  over- 
dosage of  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  heart  failure,  hypotension, 
bronchospasm,  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care- 
fully observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemodialysis  In  addi- 
tion to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  if  warranted 
Bradycardia:  Atropine  or  another  anticholinergic  drug 

Heart  Block  (Second  or  Third  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker 

Congestive  Heart  Failure:  Conventional  therapy 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  in  addition  to  atropine  and  digitalis 
Bronchospasm:  Aminophyllme,  isoproterenol,  or  atropine 
Hypoglycemia:  Intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  of  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  of  this  dose  will  usually  be  seen  within 
one  to  two  weeks.  If  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  100  mg  given  as  one  tablet  a day  Increasing  the  dosage  beyond  100  mg  a day  is 
unlikely  to  produce  any  further  benefit, 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents  including 
thiazide-type  diuretics,  hydralazine,  prazosin,  and  alpha-methyldopa 
Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  in  cases  of  severe 
impairment  of  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine 
clearance  falls  below  35  ml/mm/1  73  m*  (normal  range  is  100-150  ml/min/1  73  m*);  therefore,  the 
following  maximum  dosages  are  recommended  for  patients  with  renal  impairment 

Atenolol 

Creatinine  Clearance  Elimination  Half-life 

(ml  mm,  1 73  m;)  (hrs)  Maximum  Dosage 


15-35  16-27  50  mg  daily 

<15  >27  50  mg  every  other  day 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis,  this  should  be  done  under 
hospital  supervision  as  marked  falls  in  blood  pressure  can  occur 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with 
Stuart  embossed  on  one  side  and  NDC  No  105  embossed  on  the  other  side  are  supplied  in 
monthly  calendar  packages  of  28  tablets,  bottles  of  1 00  tablets,  and  unit-dose  packages  of  1 00  tab- 
lets Tablets  of  100  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with  Stuart 
embossed  on  one  side  and  NDC  No  101  embossed  on  the  other  side  are  supplied  in  bottles  of  100 
tablets  and  unit-dose  packages  of  100  tablets. 

Protect  from  heat,  light,  and  moisture  Store  unit-dose  and  calendar  packages  at  controlled  room 
temperature 

Reference:  1.  Opie  LH,  Jee  L,  White  D Antihypertensive  effects  of  nifedipine  combined  with  cardio- 
selective  beta-adrenergic  receptor  antagonism  by  atenolol  Am  Heart  J 1982, 104  606-612. 
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STUART  PHARMACEUTICALS 

Division  of  ICI  Americas  Inc 

Wilmington,  DE  19897 


El  habérsenos  asignado  editar  un  número  del  Boletín  en  memoria  del  Dr.  Ramón  M:  Suárez 
constituye  para  nosotros  un  honor  singular  que  nos  llena  de  satisfacción. 

Honor,  porque  se  trata  de  recordar  la  primera  figura  de  nuestra  medicina  durante  los  últimos  60 
años;  satisfacción,  porque  así  se  nos  ofrece  la  oportunidad  de  cumplir,  al  menos  parcialmente,  con 
la  deuda  que  tenemos  nosotros  los  médicos  con  nuestro  maestro:  el  Dr.  Ramón  M.  Suárez 
Calderón. 

Al  diseñar  el  formato  de  esta  edición,  hemos  tratado  de  hacerle  la  mayor  justicia,  a todas  luces 
insuficiente,  a su  magna  obra.  Pensamos  que  un  mensaje  de  los  pasados  presidentes  de  la  Aso- 
ciación Médica  de  Puerto  Rico  sería  un  digno  reconocimiento  a la  labor  que  el  Dr.  Suárez  hizo  en  el 
seno  de  la  Asociación.  Dicho  mensaje  fue  endosado  por  todos  los  ex-presidentes  y se  incluye  en  la 


edición. 


En  los  datos  biográficos  se  señala  su  contribución  a la  Asociación  Médica,  sobre  todo,  su 
iniciativa  y participación  como  el  hombre  responsable  de  la  construcción  del  edificio  que  todavía  la 
alberga.  También  se  habla  de  su  empeño  en  ofrecerle  a la  comunidad  puertorriqueña  una  institu- 
ción (que  hacía  falta)  donde  podrían  internarse  los  enfermos  si  es  que  iban  a recibir  el  tratamiento 
completo  de  su  dolencia.  Así  nació  la  Clínica  Mimiya,  a la  cual  le  dió  de  nombre  el  apodo  de  su 
malograda  hija,  y que  todavía  sigue  ofreciendo  servicios  de  hospital  de  la  más  alta  calidad  bajo  la 
dirección  de  su  hijo',  el  Dr.  Ramón  M.  Suárez  Benitez. 

También  se  hace  mención  de  los  honores  que  ha  sido  objeto,  entre  los  cuales  sobresalen  su 
elección  al  “Association  of  American  Physicians”,  a la  vice-presidencia  del  “American  College  of 
Physicians”  y al  “Council  of  Clinical  Cardiology”  de  la  Asociación  Americana  del  Corazón  y 
Miembro  Honorario  de  las  Sociedades  Dominicana,  Española  y Mexicana  de  Cardiología.  El  Dr. 
Suárez  fue  el  primer  puertorriqueño  en  ser  electo  a todas  estas  prestigiosas  sociedades  médicas. 

Entrelazándose  con  citas  de  sus  más  notorios  discursos  y publicaciones,  se  presentan  5 artículos 
por  los  doctores  Federico  Hernández-Morales,  Eli  A.  Ramírez,  Roberto  Buso,  Mario  R.  García- 
Palmieri  y José  M.  Torres-Gómez  quienes  utilizan  como  punto  de  partida  trabajos  del  Dr.  Suárez 
que  iniciaron,  de  manera  pionera,  los  temas  que  se  desarrollan.  El  propósito  de  estos  ensayos  es 
informarle  al  lector  la  situación  en  la  que  actualmente  se  encuentran  dichas  enfermedades  en  Puerto 
Rico  y hacia  la  cual  han  evolucionado  desde  que  el  Dr.  Suárez  las  abordó  por  primera  vez. 

Se  incluyen,  además,  mensajes  de  reconocimiento  de  presidentes  de  diversas  sociedades  a las  que 
perteneció  el  Dr.  Suárez. 

Sucede  a estos  escritos,  el  primer  y último  artículo  publicados  por  el  Dr.  Ramón  M.  Suárez 
seguidos  por  la  más  completa  bibliografía  del  Dr.  Suárez  que  se  conoce.  Se  ha  podido  recopilar 
gracias  a la  cooperación  de  familiares,  a la  Sra.  Aurea  Jiménez  de  Panepinto,  a colegas  y amigos, 
quienes  nos  informaron  sobre  artículos  del  Dr.  Suárez  que,  para  nosotros,  eran  desconocidos.  Ni  el 
propio  Dr.  Suárez  llegó  a hacer  la  lista.  Con  toda  probabilidad,  su  sencillez  y sentido  de  humildad 
influyeron  en  él  para  no  hacerla.  La  versatilidad  de  los  temas  cubiertos  por  el  Dr.  Suárez  es  un 
testimonio  fiel  a su  dominio  amplio  de  la  Medicina  Interna  y a su  capacidad  creadora. 

Finaliza  la  edición  con  unas  breves  palabras  que  se  pronunciaron  cuando  se  despidió  el  duelo 
provocado  por  su  muerte. 

Con  este  número,  esperamos  haber  cumplido  nuestra  misión  para  satisfacción  del  lector,  de  los 
que  tuvieron  la  dicha  de  conocer  personalmente  al  Dr.  Suárez  y de  aquellos  que  nos  honraron  al 
encomendarnos  el  recuento  de  su  preciosa  obra. 
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EL  CENTRO  DE  MENSAJES 
ELECTRONICO  DEL  FUTURO 


Servicio 
Electrónico 
Computerizado 
de  "Answering 
Service 


Los  compañeros 
inseparables  para 
mayor  efectividad, 
confiabilidad  y sobre 
todo  privacidad  total 
en  el  proceso  de 
sus  mensajes. 


IAS  CARACTERISTICAS: 

el  servido  de  Radio  Paging  "beeper"  con  el  de 
Answering  Service". 

No  se  pierden  mensajes  (aunque  el  suscriptor  esté  fuera  de  su 
oficina,  ciudad  o isla. 

• Elimina  la  estática  y los  mensajes  ininteligibles. 

• Seguridad  y privacidad  en  los  mensajes. 

• Asegura  la  exactitud  del  mensaje. 

• El  suscriptor  puede  recuperar  los  mensajes  a su 
conveniencia. 

• Capacidad  para  repetir  los  mensajes. 


• Puede  dejar  mensajes  para  personas  que  estén  tratando 
de  establecer  contacto  con  usted. 

• Mensajes  pre-grabados  o instrucciones  personalizadas 
para  la  persona  que  llama. 

• Le  repite  el  mensaje  si  este  no  es  retirado. 

• Sus  mensajes  pueden  ser  desviados  al  teléfono  de  su  oficina 
o residencia. 

• Usted  estará  disponible  en  todo  momento  para  toda  su 
clientela. 

Este  fabuloso  centro  electrónico  no  requiere  vacaciones  regulares  o 
por  enfermedad,  coffee  breaks,  no  padece  de  problemas  emocio- 
nales mentales  ni  familiares,  no  exige  aumento  de  sueldo  ni  benefi- 
cios marginales.  Se  convertirá  en  su  fiel  servidor  las  24  horas  del  día 
los  365  días  al  año. 


Pida  una  demostración  o información  más  detallada  llamando  a: 

RADIOTELEPHONE  COMMUNICATORS  OF  P.R.,  INC. 

G.P.O.  Box  3568,  San  Jua,  P.R.  00936-  Carr.  846,  Km.  1.5,  Trujillo  Alto  (frente  al  Centro  Comercial 
Ciudad  Universitaria)  Teléfonos:  San  Juan  755-4242/Ponce  844-8720/Ponce  834-4808 


SUS  BENEFICIOS  AL  SUSCRIPTOR 


Los  pioneros  en  el  campo  de  las  comunicaciones  con  los  nuevos  y más  modernos  concepto 


In  vitro  studies  demonstrate 


Bactericidal  activity 


with  minimal 
resistance 


RAPID  IN  VITRO  DESTRUCTION 
OF  E.  COL/* 


Percent  of  isolates  of  common  uropathogens  sensitive  to  BACTRIM  and  to  other  antimicrobials 
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Analogous  to  cephalothin,  the  primary  antibiotic  disc  used  in  testing 

Source:  The  Bacteriologic  Report,  BAC-DATA  Medical  Information  Systems,  Inc.,  Winter  Series,  1981-82. 
Numbers  under  percentages  refer  to  the  projected  number  of  isolates  tested. 


Kill  curve  kinetics  of  Bactrim 
and  its  individual  components 
against  E.  coli  in  vitro. 1 


The  bactericidal  action  of  Bactrim  has  been  demonstrated  in  vitro  on  laboratory  strains 
of  E.  coli 12  and  on  clinical  isolates  of  E.  coli,  Klebsiella-Enterobacter,  Proteus  mirabilis 
and  Morganella  morganii 3 — the  most  common  causative  organisms  of  urinary  tract 
infections.4  More  than  100  published  studies  attest  to  the  efficacy  of  Bactrim  in  recurrent 
urinary  tract  infections  due  to  these  organisms.5  In  comparative  studies  with  other  antimi- 
crobials, Bactrim  has  consistently  demonstrated  unsurpassed  efficacy  during  therapy641 
Resistance  to  Bactrim  develops  more  slowly  than  to  either  of  its  components  alone 
in  vitro*  Among  urinary  tract  isolates,  resistance  has  rarely  emerged  in  susceptible 
strains512  Bactrim  is  contraindicated  in  pregnancy  at  term,  during  lactation,  in  infants  less 
than  two  months  old  and  in  documented  megaloblastic  anemia  due  to  folate  deficiency 
Initial  episodes  of 
uncomplicated  urinary 
infections  should  be 
treated  with  a single- 
agent antimicrobial. 

(trimethoprim  and  sulfamethoxazole/Roche) 


Bactrim”  DS 


b.i.d.  for  recurrent  urinary  tract  infections 

*ln  vitro  data  do  not  necessarily  predict  clinical  results. 
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See  next  page  for  references  and  a summary  of  product  information. 


References:  1.  Dala  on  file,  Hoffmann-La  Roche  Inc  , Nutley.  NJ  2.  Kramer  MJ, 
Mauriz  YR,  Robertson  TL,  Timmes  MD:  Morphological  studies  on  the  eííeu  oi 
subinhibitory  and  inhibitory  doses  of  sulfamethoxazole-trimethoprim  combination  on 
Escherichia  coh.  Presented  at  the  12th  International  Congress  of  Chemotherapy.  Flor- 
ence, Italy,  Jul  19-24,  1981  3.  Spicehandler  J ef  al:  Rev  Infect  Dis  4:562-565.  Mar-Apr 
1982  4.  Stamey  TA  Pathogenesis  and  Treatment  of  Urinary  Tract  Infections.  Balti- 
more, Williams  & Wilkins,  1980,  p 13  5.  Ronald  AR  Clin  Ther  3:176-189,  Mar  1980 
6.  Cooper  J,  Brumfitt  W,  Hamilton-Miller  JMT:  J Antimicrob  Chemother  6 231-239, 

1980  7.  Gower  PE,  Tasker  PRW  Br  Med  J t 684-686,  Mar  20,  1976  8.  Cosgrove  MD, 
Morrow  JW  J Urol  111  670-672,  May  1974  9.  Iravam  A et  al:  Antimicrob  Agents 
Chemother  19  598-604,  Apr  1981  10.  Schaeffer  AJ,  Flynn  S,  Jones  J:  J Urol  125:825- 
827.  Jun  1981  11.  Rous  SN  J Urol  125:228-229,  Feb  1981  12.  BAC-DATA  Medical 
Information  Systems,  Inc  , Bacteriologic  Reports,  Winter  Series.  1976-82 

Bactrim  DS 

(trimethoprim  and  sulfamethoxazole/Roche) 


Before  prescribing,  please  consult  complete  product  information,  a summary  of 
which  follows: 

Indications  and  Usage:  For  the  treatment  of  urinary  tract  infections  due  to  sus- 
ceptible strains  of  the  following  organisms:  Escherichia  coli,  Klebsiella-Entero- 
bacter.  Proteus  mirabilis,  Proteus  vulgaris,  Proteus  morganii.  It  is  recommended 
that  initial  episodes  of  uncomplicated  urinary  tract  infections  be  treated  with  a 
single  effective  antibacterial  agent  rather  than  the  combination.  Note  The 
increasing  frequency  of  resistant  organisms  limits  the  usefulness  of  all  antibacterials, 
especially  in  these  urinary  tract  infections. 

For  acute  otitis  media  in  children  due  to  susceptible  strains  of  Haemophilus 
influenzae  or  Streptococcus  pneumoniae  when  in  physician's  judgment  it  offers 
an  advantage  over  other  antimicrobials.  To  date,  there  are  limited  data  on  the 
safety  of  repeated  use  of  Bactrim  in  children  under  two  years  of  age.  Bactrim  is 
not  indicated  for  prophylactic  or  prolonged  administration  in  otitis  media  at  any 
age. 

For  acute  exacerbations  of  chronic  bronchitis  in  adults  due  to  susceptible 
strains  of  Haemophilus  influenzae  or  Streptococcus  pneumoniae  when  in  physi- 
cian’s judgment  it  offers  an  advantage  over  a single  antimicrobial  agent. 

For  enteritis  due  to  susceptible  strains  of  Shigella  flexneri  and  Shigella  sonnei 
when  antibacterial  therapy  is  indicated. 

Also  for  the  treatment  of  documented  Pneumocystis  carinii  pneumonitis. 
Contraindications:  Hypersensitivity  to  trimethoprim  or  sulfonamides:  patients  with 
documented  megaloblastic  anemia  due  to  folate  deficiency;  pregnancy  at  term,  nursing 
mothers  because  sulfonamides  are  excreted  in  human  milk  and  may  cause  kermc- 
terus:  infants  less  than  2 months  of  age 

Warnings:  BACTRIM  SHOULD  NOT  BE  USED  TO  TREAT  STREPTOCOCCAL 
PHARYNGITIS.  Clinical  studies  show  that  patients  with  group  A (¿-hemolytic  strepto- 
coccal tonsillopharyngitis  have  higher  incidence  of  bacteriologic  failure  when  treated 
with  Bactrim  than  do  those  treated  with  penicillin  Deaths  from  hypersensitivity  reac- 
tions, hepatocellular  necrosis,  agranulocytosis,  aplastic  anemia  and  other  blood  dys- 
crasias  have  been  associated  with  sulfonamides  Experience  with  trimethoprim  is 
much  more  limited  but  occasional  interference  with  hematopoiesis  has  been  reported 
as  well  as  an  increased  incidence  of  thrombopema  with  purpura  in  elderly  patients  on 
certain  diuretics,  primarily  thiazides  Sore  throat,  fever,  pallor,  purpura  or  (aundice  may 
be  early  signs  of  serious  blood  disorders  Frequent  CBC's  are  recommended;  therapy 
should  be  discontinued  if  a significantly  reduced  count  of  any  formed  blood  element  is 
noted. 

Precautions:  General:  Use  cautiously  in  patients  with  impaired  renal  or  hepatic  func- 
tion, possible  folate  deficiency,  severe  allergy  or  bronchial  asthma  In  patients  with 
glucose-6-phosphate  dehydrogenase  deficiency,  hemolysis,  frequently  dose-related, 
may  occur.  During  therapy,  maintain  adequate  fluid  intake  and  perform  frequent  urinal- 
yses, with  careful  microscopic  examination,  and  renal  function  tests,  particularly  where 
there  is  impaired  renal  function.  Bactrim  may  prolong  prothrombin  time  in  those  receiv- 
ing warfarin:  reassess  coagulation  time  when  administering  Bactrim  to  these  patients 
Pregnancy:  Teratogenic  Effects  Pregnancy  Category  C Because  trimethoprim  and 
sulfamethoxazole  may  interfere  with  folic  acid  metabolism,  use  during  pregnancy  only 
if  potential  benefits  justify  the  potential  risk  to  the  fetus 
Adverse  Reactions:  All  major  reactions  to  sulfonamides  and  trimethoprim  are 
included,  even  if  not  reported  with  Bactrim  Blood  dyscrasias  Agranulocytosis,  aplas- 
tic anemia,  megaloblastic  anemia,  thrombopema,  leukopenia,  hemolytic  anemia,  pur- 
pura, hypoprothrombinemia  and  methemoglobinemia  Allergic  reactions  Erythema 
multiforme,  Stevens-Johnson  syndrome,  generalized  skin  eruptions,  epidermal  necrol- 
ysis, urticaria,  serum  sickness,  pruritus,  exfoliative  dermatitis,  anaphylactoid  reactions, 
periorbital  edema,  conjunctival  and  scleral  injection,  photosensitization,  arthralgia  and 
allergic  myocarditis  Gastrointestinal  reactions:  Glossitis,  stomatitis,  nausea,  emesis, 
abdominal  pains,  hepatitis,  hepatocellular  necrosis,  diarrhea,  pseudomembranous  coli- 
tis and  pancreatitis  CNS  reactions  Headache,  peripheral  neuritis,  mental  depression, 
convulsions,  ataxia,  hallucinations,  tinnitus,  vertigo,  insomnia,  apathy,  fatigue,  muscle 
weakness  and  nervousness.  Miscellaneous  reactions:  Drug  fever,  chills,  toxic 
nephrosis  with  oliguria  and  anuria,  periarteritis  nodosa  and  L E phenomenon  Due  to 
certain  chemical  similarities  to  some  goitrogens,  diuretics  (acetazolamide,  thiazides) 
and  oral  hypoglycemic  agents,  sulfonamides  have  caused  rare  instances  of  goiter  pro- 
duction, diuresis  and  hypoglycemia  in  patients;  cross-sensitivity  with  these  agents  may 
exist.  In  rats,  long-term  therapy  with  sulfonamides  has  produced  thyroid  malignancies 
Dosage:  Not  recommended  for  infants  less  than  two  months  of  age. 

URINARY  TRACT  INFECTIONS  AND  SHIGELLOSIS  IN  ADULTS  AND  CHILDREN. 
AND  ACUTE  OTITIS  MEDIA  IN  CHILDREN 

Adults:  Usual  adult  dosage  for  urinary  tract  infections — 1 DS  tablet  (double  strength), 

2 tablets  (single  strength)  or  4 teasp  (20  ml)  b i d for  10-14  days  Use  identical  daily 
dosage  for  5 days  for  shigellosis 

Children:  Recommended  dosage  for  children  with  urinary  tract  infections  or  acute  otitis 
media — 8 mg/kg  trimethoprim  and  40  mg/kg  sulfamethoxazole  per  24  hours,  in  two 
divided  doses  for  10  days.  Use  identical  daily  dosage  for  5 days  for  shigellosis 
For  patients  with  renal  impairment:  Use  recommended  dosage  regimen  when  creati- 
nine clearance  is  above  30  ml/min  If  creatinine  clearance  is  between  15  and  30  ml/min, 
use  one-half  the  usual  regimen.  Bactrim  is  not  recommended  if  creatinine  clearance  is 
below  15  ml/min 

ACUTE  EXACERBATIONS  OF  CHRONIC  BRONCHITIS  IN  ADULTS 
Usual  adult  dosage  1 DS  tablet  (double  strength),  2 tablets  (single  strength)  or 
4 teasp.  (20  ml)  bid  for  14  days 
PNEUMOCYSTIS  CARINII  PNEUMONITIS: 

Recommended  dosage:  20  mg/kg  trimethoprim  and  100  mg/kg  sulfamethoxazole  per 
24  hours  in  equal  doses  every  6 hours  for  14  days  See  complete  product  information 
for  suggested  children  s dosage  table 

Supplied:  Double  Strength  (DS)  tablets,  each  containing  160  mg  trimethoprim  and 
800  mg  sulfamethoxazole,  bottles  of  100  and  500;  Tel-E-Dose®  packages  of  100; 
Prescription  Paks  of  20  Tablets,  each  containing  80  mg  trimethoprim  and  400  mg 
sulfamethoxazole — bottles  of  100  and  500;  Tel-E-Dose®  packages  of  100;  Prescription 
Paks  of  40  Pediatric  Suspension,  containing  40  mg  trimethoprim  and  200  mg  sulfa- 
methoxazole per  teaspoonful  (5  ml);  cherry  flavored — bottles  of  100  ml  and  16  oz 
(1  pint)  Suspension,  containing  40  mg  trimethoprim  and  200  mg  sulfamethoxazole 
per  tea  spoonful  (5  ml);  fruit-licorice  flavored — bottles  of  16  oz  (1  pint) 


ROCHE  LABORATORIES 
Division  of  Hoffmann-La  Roche  Inc 
Nutley.  New  Jersey  07110 
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BRIEF  SUMMARY 

PROCARDIA  ■ (nifedipine)  CAPSULES  For  Oral  Use 

INDICATIONS  AND  USAGE:  I . Vasospastic  Angina  PROCARDIA  (nifedipine)  is  indicated  for  the 
management  of  vasospastic  angina  confirmed  by  any  of  the  following  criteria  1 ) classical  pattern 
of  angina  at  rest  accompanied  by  ST  segment  elevation,  2)  angina  or  coronary  artery  spasm  pro- 
voked by  ergonovme,  or  3)  angiographically  demonstrated  coronary  artery  spasm  In  those  patients 
who  have  had  angiography  the  presence  of  significant  fixed  obstructive  disease  is  not  incompatible 
with  the  diagnosis  of  vasospastic  angina,  provided  that  the  above  criteria  are  satisfied  PROCARDIA 
may  also  be  used  where  the  clinical  presentation  suggests  a possible  vasospastic  component  but 
where  vasospasm  has  not  been  confirmed,  e g where  pain  has  a variable  threshold  on  exertion  or 
in  unstable  angina  where  electrocardiographic  findings  are  compatible  with  intermittent  vaso- 
spasm. or  when  angina  is  refractory  to  nitrates  and  or  adeguate  doses  of  beta  blockers 

II  Chronic  Stable  Angina  (Classical  Effort-Associated  Angina):  PROCARDIA  is  indicated  tor 
the  management  of  chronic  stable  angina  (effort-associated  angina)  without  evidence  of  vasospasm 
m patients  who  remain  symptomatic  despite  adeguate  doses  of  beta  blockers  and  or  organic  nitrates 
or  who  cannot  tolerate  those  agents 

In  chronic  stable  angina  (effort-associated  angina)  PROCARDIA  has  been  effective  in  controlled 
trials  of  up  to  eight  weeks  duration  in  reducing  angina  frequency  and  increasing  exercise  tolerance 
but  confirmation  of  sustained  ettectiveness  and  evaluation  of  long-term  safety  in  those  patients  are 
incomplete 

Controlled  studies  in  small  numbers  of  patients  suggest  concomitant  use  of  PROCARDIA  and 
beta  blocking  agents  may  be  beneficial  in  patients  with  chronic  stable  angina,  but  available  infor- 
mation is  not  sufficient  to  predict  with  confidence  the  effects  of  concurrent  treatment,  especially  in 
patients  with  compromised  left  ventricular  function  or  cardiac  conduction  abnormalities  When  in- 
troducing such  concomitant  therapy,  care  must  be  taken  to  monitor  blood  pressure  closely  since 
severe  hypotension  can  occur  from  the  combined  effects  of  the  drugs  (See  Warnings  ) 
CONTRAINDICATIONS:  Known  hypersensitivity  reaction  to  PROCARDIA 
WARNINGS:  Excessive  Hypotension:  Although  in  most  patients,  the  hypotensive  effect  of 
PROCARDIA  is  modest  and  well  tolerated,  occasional  patients  have  had  excessive  and  poorly  tol- 
erated hypotension  These  responses  have  usually  occurred  during  initial  titration  or  at  the  time  of 
subsequent  upward  dosage  adiustment,  and  may  be  more  likely  in  patients  on  concomitant  beta 
blockers 

Severe  hypotension  and  or  increased  fluid  volume  requirements  have  been  reported  in  patients 
receiving  PROCARDIA  together  with  a beta  blocking  agent  who  underwent  coronary  artery  bypass 
surgery  using  high  dose  fentanyl  anesthesia  The  interaction  with  high  dose  tentanyl  appears  to  be 
due  to  the  combination  of  PROCARDIA  and  a beta  blocker,  but  the  possibility  that  it  may  occur  with 
PROCARDIA  alone  with  low  doses  of  fentanyl,  mother  surgical  procedures  or  with  other  narcotic 
analgesics  cannot  be  ruled  out  In  PROCARDIA  treated  patients  where  surgery  using  high  dose 
fentanyl  anesthesia  is  contemplated  the  physician  should  be  aware  of  these  potential  problems  and 
if  the  patient  s condition  permits,  sufficient  time  (at  least  36  hours)  should  be  allowed  for 
PROCARDIA  to  be  washed  out  of  the  body  prior  to  surgery 

Increased  Angina:  Occasional  patients  have  developed  well  documented  increased  frequency,  du- 
ration or  severity  of  angina  on  starting  PROCARDIA  or  at  the  time  of  dosage  increases  The  mech- 
anism of  this  response  is  not  established  but  could  result  from  decreased  coronary  perfusion 
associated  with  decreased  diastolic  pressure  with  increased  heart  rate,  or  from  increased  demand 
resulting  from  increased  heart  rate  alone 

Beta  Blocker  Withdrawal:  Patients  recently  withdrawn  from  beta  blockers  may  develop  a with- 
drawal syndrome  with  increased  angina  probably  related  to  increased  sensitivity  to  catechol- 
amines Initiation  of  PROCARDIA  treatment  will  not  prevent  this  occurrence  and  might  be  expected 
to  exacerbate  it  by  provoking  reflex  catecholamine  release  There  have  been  occasional  reports  of 
increased  angina  in  a setting  ot  beta  blocker  withdrawal  and  PROCARDIA  initiation  It  is  important 
to  taper  beta  blockers  if  possible  rather  than  stopping  them  abruptly  before  beginning 
PROCARDIA 

Congestive  Heart  Failure:  Rarely  patients,  usually  receiving  a beta  blocker,  have  developed  heart 
failure  after  beginning  PROCARDIA  Patients  with  light  aortic  stenosis  may  be  at  greater  risk  for 
such  an  event 

PRECAUTIONS:  General:  Hypotension:  Because  PROCARDIA  decreases  peripheral  vascular 
resistance  careful  monitoring  of  blood  pressure  during  the  initial  administration  and  titration 
of  PROCARDIA  is  suggested  Close  observation  is  especially  recommended  for  patients  already 
taking  medications  that  are  known  to  lower  blood  pressure  (See  Warnings  ) 

Peripheral  edema:  Mild  to  moderate  peripheral  edema,  typically  associated  with  arterial  vaso- 
dilation and  not  due  to  left  ventricular  dysfunction,  occurs  in  about  one  in  ten  patients  treated  with 
PROCARDIA  This  edema  occurs  primarily  in  the  lower  extremities  and  usually  responds  to  diuretic 
therapy  With  patients  whose  angina  is  complicated  by  congestive  heart  failure  care  should  be  taken 
to  differentiate  this  peripheral  edema  from  the  effects  of  increasing  left  ventricular  dysfunction 

Drug  interactions:  Beta-adrenergic  blocking  agents  (See  Indications  and  Warnings  ) Experience 
in  over  1400  patients  in  a non-comparative  clinical  trial  has  shown  that  concomitant  administration 
of  PROCARDIA  and  beta-blocking  agents  is  usually  well  tolerated  but  there  have  been  occasional 
literature  reports  suggesting  that  the  combination  may  increase  the  likelihood  of  congestive  heart 
failure,  severe  hypotension  or  exacerbation  of  angina 

Long-acting  nitrates  PROCARDIA  may  be  safely  co-admimstered  with  nitrates,  but  there  have 
been  no  controlled  studies  to  evaluate  the  antiangmal  ettectiveness  of  this  combination 

Digitalis  Administration  of  PROCARDIA  with  digoxin  increased  digoxm  levels  in  nine  ot  twelve 
normal  volunteers  The  average  increase  was  45%  Another  investigator  found  no  increase  in  di- 
goxin levels  in  thirteen  patients  with  coronary  artery  disease  In  an  uncontrolled  study  ot  over  two 
hundred  patients  with  congestive  heart  failure  during  which  digoxm  blood  levels  were  not  meas- 
ured digitalis  toxicity  was  not  observed  Since  there  have  been  isolated  reports  ot  patients  with 
elevated  digoxm  levels  it  is  recommended  that  digoxm  levels  be  monitored  when  initiating,  adjust- 
ing and  discontinuing  PROCARDIA  to  avoid  possible  over-  or  under  digitalization 

Carcinogenesis  mutagenesis,  impairment  ot  fertility  When  given  to  rats  prior  to  mating  nife- 
dipine caused  reduced  fertility  at  a dose  approximately  30  times  the  maximum  recommended  hu- 
man dose 

Pregnancy  Category  C Please  see  full  prescribing  information  with  reference  to  teratogenicity  in 
rats  embryotoxicity  in  rats  mice  and  rabbits  and  abnormalities  in  monkeys 
ADVERSE  REACTIONS:  The  most  common  adverse  events  include  dizziness  or  light-headedness 
peripheral  edema,  nausea,  weakness,  headache  and  flushing  each  occurring  in  about  10%  of  pa 
tients  transient  hypotension  in  about  5%  palpitation  in  about  2%  and  syncope  in  about  0 5% 
Syncopal  episodes  did  not  recur  with  reduction  in  the  dose  of  PROCARDIA  or  concomitant  antian 
ginal  medication  Additionally  the  following  have  been  reported  muscle  cramps,  nervousness 
dyspnea,  nasal  and  chest  congestion  diarrhea  constipation  inflammation  |0int  stiffness,  shaki- 
ness,  sleep  disturbances,  blurred  vision,  difficulties  in  balance,  dermatitis  pruritus  urticaria,  fe- 
ver. sweating,  chills  and  sexual  difficulties  Very  rarely,  introduction  ot  PROCARDIA  therapy  was 
associated  with  an  increase  in  anginal  pain,  possibly  due  to  associated  hypotension 

In  addition . more  serious  adverse  events  were  observed  not  readily  distinguishable  from  the  nat- 
ural history  of  the  disease  in  these  patients  It  remains  possible  however  that  some  or  many  ot 
these  events  were  drug  related  Myocardial  infarction  occurred  in  about  4%  ot  patients  and  conges- 
tive heart  failure  or  pulmonary  edema  in  about  2%  Ventricular  arrhythmias  or  conduction  disturb- 
ances each  occurred  in  fewer  than  0 5%  of  patients 

Laboratory  Tests:  Rare  mild  to  moderate  transient  elevations  ot  enzymes  such  as  alkaline  phos- 
phatase CPK  LDH  SGOT  and  SGPT  have  been  noted  and  a single  incident  of  significantly  ele- 
vated transaminases  and  alkaline  phosphatase  was  seen  in  a patient  with  a history  of  gall  bladder 
disease  after  about  eleven  months  of  nifedipine  therapy  The  relationship  to  PROCARDIA  therapy  is 
uncertain  These  laboratory  abnormalities  have  rarely  been  associated  with  clinical  symptoms 
Cholestasis  possibly  due  to  PROCARDIA  therapy,  has  been  reported  twice  in  the  extensive  world 
literature 

HOW  SUPPLIED:  Each  orange,  soft  gelatin  PROCARDIA  CAPSULE  contains  10  mg  ot  nifedipine 
PROCARDIA  CAPSULES  are  supplied  in  bottles  ot  100  (NDC  0069-2600-661  300  (NDC  0069- 
2600-72)  and  unit  dose  (10x10)  (NDC  0069-2600-41 ) The  capsules  should  be  protected  trom 
light  and  moisture  and  stored  at  controlled  room  temperature  59  to  77  F (15'  to  250  m the  man- 
ufacturer s original  container 

More  detailed  professional  information  available  on  request  s 1982  Pfizer  Inc 

LABORATORIES  DIVISION 


IZER  INC 


7 can  do  things  that  I 
couldn  't  do  for  3 yrs.  including 
joining  the  human  race  again" 


"My  daily  routine  consisted  of 
sitting  in  my  chair  trying  to  stay  alive.' ' 

' My  doctor  switched  me  to 
PROCAR  DIA  M as  soon  as  it  became 
available.  The  change  in  my  condition 
is  remarkable." 

"I  shop,  cook  and  can  plant 
flowers  again." 

"I  have  been  able  to  do  volunteer 
work... and  feel  needed  and  useful 
once  again" 


PROCARDIA  can  mean  the  return  to  a more  normal  life 
for  your  patients — having  fewer  anginal  attacks,1  taking 
fewer  nitroglycerin  tablets,2  doing  more,  and  being  more 
productive  once  again 

Side  effects  are  usually  mild  (most  frequently  reported 
are  dizziness  or  lightheadedness,  peripheral  edema, 
nausea,  weakness,  headache  and  flushing,  each  occurring 
in  about  10%  of  patients,  transient  hypotension  in  about 
5%,  palpitation  in  about  2%  and  syncope  in  about  0 5%). 


Quotes  from  an  unsolicited 
letter  received  by  Pfizer  from  an 
. ingina  patient. 

While  this  patients  experience 
is  representative  of  many 
unsolicited  comments  received, 
nor  all  patients  will  respond  to 
Procardia  nor  will  they  all 
respond  to  the  same  degree 


Procardia  is  indicated  for  the  management  of: 

1 ) Confirmed  vasospastic  angina 

2)  Angina  where  the  clinical  presentation  suggests  a possible 
vasospastic  component. 

3)  Chronic  stable  angina  without  evidence  of  vasospasm  in 
patients  who  remain  symptomatic  despite  adequate  doses  of 
beta  blockers  and/or  nitrates  or  who  cannot  tolerate  these 
agents  In  chronic  stable  angina  (effort-associated  angina) 
PROCARDIA  has  been  effective  in  controlled  trials  of  up  to 
eight  weeks'  duration  in  reducing  angina  frequency  and 
increasing  exercise  tolerance,  but  confirmation  of  sustained 
effectiveness  and  evaluation  of  long-term  safety  in  these 
patients  are  incomplete. 


PROCARDIA 


(NIFEDIPINE) 


Capsules  10  mg 


Please  see  PROCARDIA  brief  summary  on  adjoining  page 


for  the  varied  faces  of  angina 
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More  convenient  for  your  patients 
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Carta  de  Ex-Presidentes  de  la  A.M.P.R 


ASOCIACION  MEDICA  DE  PUERTO  RICO 

Ave.  Fernández  Juncos  1305,  Apartado  9387,  Santurce,  Puerto  Rico  00908  Tel.  721-6969 


17  de  agoito  de  1983 


Va.  Rafael  Viilavicencio , PAeAidente 
Junta  EdltoAa  del  Boletín  de  ¿a 
AAociación  Médica  de  PueAto  Rico 
SantuAce,  PueAto  Rcco 

EAtimado  docto  a V illav icencio  •• 

A noAOtioA,  abajo  ¿¿A)n an-tcA,  toda  ex-pAeAidenteA  de  la  AAociación 
Médica  de  PueAto  Rano,  noA  ¿tena  de  A atú,  (¡acción  y gozo  vea  dedlcaAAe  un 
númeAo  de  nueAtAo  Boletín  a nueAtAo  admiAado  y qucAido  anteceAOA,  Va.  Ramón 
M.  SuáAez  CaldeAón. 

CompAendemoA  que  en  una  edición  de  nueAtAa  AeviAta  módica  no  he  te  puede 
haceA  juAtlcia  a ¿a  magna  obaa  que  el  docto  A SuáAez  hizo  poA  nueAtAa  pAoficAión 
y poA  ¿a  Aatud  de  nueAtAo  pueblo  donante  toda  au  oída.  Sin  embaAgo,  Aeconoce- 
moA  que  el  eA(¡ueAzo  que  lo  a edito  aca  han  hecho  pana  logAailo  ca  difícil  de 
Aupenax. 

F elicitamoA  a uAted  y a la  Junta  Edltona  que  hábilmente  dlAlge  poA  cita 
noble  idea  que,  Aealizada,  acavíau  pana  AecoAdax  a nueAtAo  docto  A SuáAez  como 
el  pAinclpal  oAqultecto  del  edificio  que  albcAga  nueAtAa  AAociación,  como  el 
que  AiempAe  mantuvo  a la  claAe  módica  unida,  como  el  que  AicmpAe  AOAtuvo  eii 
alto  Au  nombAe  y au  pAeAtlgio , como  el  que  AiempAe  Acñaló  que  el  cuido  del 
paciente  eA  la  mayoA  AeAponAabilidad  del  módico  y como  el  que,  a tnavÓA  de  aua 
eAtudioA,  ejecutonioA  e inveAtigadón,  Ae  convintió  en  el  padae  de  nueAtAa 
medicina  modeAna. 

E ApenamoA  que  la  obAa  del  docto  A SuáAez  que  apaAece  en  eAte  Boletín  Alava 
de  ejemplo  y eAtímulo  a nueAtAoA  jóveneA  galeno A,  lo  A de  hoy  y lo  a de  mañana. 


Atentamente, 
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SEGUROS  DE  SERVICIO 
DE  SALUD 

DE  PUERTO  RICO,  INC. 


Quienes  saben  de  salud 
confían  la  suya 
a Triple-S. 


A la  hora  de  escoger 
un  plan  de  salud,  la 
mayoría  de  los 
empleados  de 
hospitales  prefieren 
Triple-S. 

Ellos  saben  lo  que  necesitan  en  un  plan 
de  salud  y escogen  Triple-S.  Tú,  que  quieres 
una  buena  protección  para  tu  familia,  fíjate 
que  quienes  saben  de  salud  confían  en  Triple-S. 
TRIPLE-S  ES,  SALUD,  SALUD,  SALUD. 


Los  empleados  de  los  siguientes  hospitales 
seleccionaron  Triple-S  como  su  plan: 


AREA  METROPOLITANA 

Hospital  Ashford  Memorial 
(antes  Presbiteriano) 

Hospital  Auxilio  Mutuo 

Hospital  De  Diego 

Clínica  Fernández  García 

Doctor’s  Hospital 

Hospital  Dr.  I González  Martínez 

Hospital  El  Maestro 

Hato  Rey  Psychiatric  Hospital 

(Clínica  Julia) 

Hospital  Metropolitano 

Hospital  Mimiya 

Hospital  San  Carlos 

Hospital  San  Jorge 

Hospital  San  Martín 

Hospital  Matilde  Brenes,  Bayamón 

Hospital  San  Pablo,  Bayamón 


ISLA 

Clínica  Font,  Cayey 
Clínica  San  Rafael,  Caguas 
Hospital  Dr.  Gubem,  Fajardo 
Hospital  Dr.  Pila,  Ponce 
Hospital  San  Lucas,  Ponce 
Hospital  El  Buen  Pastor,  Arecibo 
Hospital  Font  Martelo,  Humacao 
Hospital  Nuestra  Sra.  del  Rosario, 
Vega  Baja 

Hospital  Dr.  Alejandro  Buitrago, 
Guayama 

Hospital  Santa  Rosa,  Guayama 


Datos  Biográficos  del  Dr.  Ramón  M.  Suárez  Calderón 


El  Dr.  Ramón  M.  Suárez  Calderón  nació  el  8 de  mayo  de 
1895  en  Loíza  Aldea,  Puerto  Rico.  Fueron  sus  padres 
Don  Manuel  Suárez  González,  natural  de  Asturias,  España, 
y Audina  Calderón  Lirio,  joven  puertorriqueña  nacida  en 
Loíza  Aldea. 

El  Dr.  Suárez  pasó  su  niñez  en  esta  región  de  Puerto  Rico 
donde  cursó  sus  estudios  primarios.  Luego  se  trasladó  a San 
Juan  y se  graduó  de  la  “Central  High  School”  en  1913. 
Obtuvo  su  doctorado  el  5 de  junio  de  1917  del  “Medical 
College  of  Virginia”.  Un  año  después,  el  23  de  junio  de  1918, 
en  la  Catedral  de  Santo  Domingo,  el  Dr.  Suárez  se  casó  con 
María  J.  Benitez  Gautier,  perteneciente  a una  prestigiosa 
familia  puertorriqueña  de  estirpe  literario.  Circunstancias 
que  no  vienen  al  caso,  dirigieron  al  Dr.  Suárez  hacia  San  Pedro 
de  Macorís,  República  Dominicana,  donde  comenzó  a ejer- 
cer su  profesión.  Luego  se  hizo  cargo  de  los  servicios  médicos 
en  las  Centrales  Quisqueya  y Las  Pajas.  Su  primera  hija,  a 
quien  cariñosamente  apodaron  Mimiya,  nació  allí  pero  infor- 
tunadamente murió  a los  5 años  de  edad.  En  su  memoria,  el 
Dr.  Suárez  llamó  al  hospital  que  fundó  en  la  Calle  De  Diego, 
“Clínica  Mimiya”. 

De  su  feliz  matrimonio,  nacieron  dos  hijos  más:  Eva, 
madre  que  habla  con  orgullo  de  sus  8 hijos  y Ramón  Miguel, 
médico,  que  ha  seguido  los  pasos  de  su  insigne  padre. 

El  Dr.  Suárez  a su  regreso  a Puerto  Rico  en  1920,  ingresó 
en  la  Asociación  Médica  de  Puerto  Rico  (AMPR),  institución 
a la  que  dedicó  sus  energías  durante  toda  su  vida,  escribiendo 
de  las  más  brillantes  páginas  en  su  historia. 

Durante  la  década  de  1920,  el  Dr.  Suárez  ejerció  como 
médico  general  dedicándose  principalmente  a los  niños.  Así 
es  que  surgen  de  su  pluma  y experiencia  artículos  sobre  asma, 
alergia,  nutrición  y alimentación  infantil  (véase  su  bibliogra- 
fía). Hacia  fines  de  esa  década,  ya  el  Dr.  Suárez  se  destaca 
como  “clínico”  e investigador  y el  año  1928  representa  para  él 
el  inicio  de  una  distinción  especial  que  va  a caracterizar  su 
carrera  profesional. 

En  ese  año,  el  Dr.  Suárez  es  electo  presidente  de  la 
AMPR,  es  nombrado  director  del  Departamento  de  Medi- 
cina del  Hospital  Municipal  de  San  Juan  y miembro  de  la 
Facultad  del  Instituto  de  Medicina  Tropical,  y funda  la  “Clí- 
nica Mimiya”  que  más  tarde  se  le  cambia  el  nombre  a Hospi- 
tal Mimiya. 

El  Dr.  Suárez  ocupó  la  presidencia  de  la  AMPR  durante  3 
años.  Siempre  se  interesó  en  los  problemas  que  afectaban  a 
sus  compañeros,  lo  que  fortaleció  la  Asociación.  Su  obra  fue 
fecunda  y culminó  en  la  adquisición  del  solar  y la  construc- 
ción del  edificio  que  sigue  siendo  hoy  el  hogar  de  la 
Asociación. 

En  1932,  es  nombrado  por  el  Gobernador  de  Puerto  Rico 
miembro  del  Tribunal  Examinador  de  Médicos  y los  compa- 
ñeros de  dicha  Junta  lo  elevan  a la  presidencia.  El  Dr.  Suárez, 
durante  los  14  años  que  ocupó  ese  cargo,  se  enfrentó  con 
firmeza  y serenidad  a todos  los  problemas  (que  no  fueron 
pocos)  que  amenazaron  con  adulterar  la  profesión  en  la  Isla. 

En  1934,  es  propuesto  (y  aceptado)  para  “Fellow”  del 
“American  College  of  Physicians”  por  el  Dr.  Bailey  K.  Ash- 
ford. Un  año  más  tarde  se  convierte  en  el  primer  médico 
puertorriqueño  que  se  elije  Gobernador  del  Capítulo  de  esa 


sociedad  en  Puerto  Rico.  También  sucede  igual  con  el  “Ame- 
rican College  of  Cardiology”  del  cual  es  electo  Gobernador 
en  1960. 

Desde  el  inicio  del  Instituto  de  Medicina  Tropical,  el  Dr. 
Suárez  figura  como  una  de  sus  grandes  columnas,  pero  su 
obra  verdaderamente  gana  impulso  e importancia  cuando 
acepta  el  puesto  de  jefe  del  Departamento  de  Medicina  en 
1940.  Durante  los  siguientes  9 años,  lleva  a cabo  investigacio- 
nes en  distintos  campos  de  la  medicina  tropical,  especial- 
mente en  el  esprú  tropical  (véase  el  artículo  del  Dr. 
Hernández-Morales  que  aparece  más  adelante),  sobre  los 
cuales  publica  numerosos  trabajos.  Sus  observaciones  ayuda- 
ron a determinar  la  dosis  precisa  de  la  Vitamina  B12  y del 
ácido  fólico  en  el  tratamiento  de  dicha  enfermedad. 

Al  renunciar  su  cargo  en  la  Escuela  de  Medicina  Tropical 
en  1949  y cerrarse  el  hospital  de  la  Escuela  en  1950,  se 
encontró  huérfano  de  un  ambiente  propicio  para  continuar 
sus  investigaciones.  Para  llenar  ese  vacio,  el  Dr.  Suárez  insti- 
tuyó la  Fundación  de  Investigaciones  Clínicas  en  1951,  a la 
cual  se  dedicó  como  director  y principal  investigador.  Allí 
estableció  el  primer  laboratorio  de  medicina  nuclear  en 
Puerto  Rico  que  lo  utiliza  para  el  estudio  de  enfermedades  del 
tiroides,  estados  carenciales,  problemas  de  anemia  y trastor- 
nos cardiovasculares,  entre  otros  (véase  artículo  del  Dr. 
Buso). 

Durante  su  vida,  el  Dr.  Suárez  fue  objeto  de  múltiples 
distinciones  que  aparecen  en  otra  sección  de  este  Boletín.  No 
satisfecho  con  ser  miembro  de  numerosas  sociedades  médi- 
cas, fundó  otras  dos:  la  Sociedad  Puertorriqueña  de  Cardio- 
logía y la  Sección  de  Cardiología  de  la  AMPR  (1950).  Afilió  la 
Sociedad  a la  Sociedad  Interamericana  de  Cardiología  como 
miembro  independiente.  No  solamente  sufraga  sus  propios 
gastos  al  asistir  a las  reuniones  como  delegado  de  Puerto 
Rico,  sino  también  cubre  las  cuotas  de  la  Sociedad  de  su 
propio  peculio  durante  los  primeros  años  de  operación. 

Su  interés  en  elevar  el  nivel  de  conocimientos  médicos  en 
nuestro  país  lo  realizó  trayendo  académicos  de  fama  mundial 
para  dictar  conferencias  en  distintas  instituciones  de  la  Isla. 
El  beneficio  que  esta  acción  representó  para  nuestros  médi- 
cos es  incalculable.  Muchos  de  estos  invitados  los  alojaba  en 
su  propia  casa  costeando  él  sus  estadías.  Esta  es  parte  de  la 
deuda  que  nuestra  clase  médica  tiene  con  el  Dr.  Suárez. 

Nuestro  maestro  ejerció  la  profesión  durante  64  años, 
hasta  unos  días  antes  de  su  muerte  que  ocurrió  el  16  de 
diciembre  de  1981. 

Consideramos  procedente  concluir  estas  notas  biográfi- 
cas citando  unas  palabras  que  el  Dr.  Suárez  pronunció  des- 
pués de  recibir  el  premio  “Agueybaná  de  Oro”  el  30  de 
diciembre  de  1977.  La  cita  dice  así: 

“Todo  lo  que  he  hecho  por  la  Patria  ha  sido  trabajar  y 
estudiar  durante  60  años  de  vida  profesional,  no  para  hacer 
más  dinero,  sino  para  poder  serle  más  útil  al  enfermo.  Paramí 
y para  la  inmensa  mayoría  de  los  médicos,  el  enfermo  ha  sido, 
es  y deberá  seguir  siendo  nuestro  único  Señor  en  la  tierra”. 

Gracias,  Dr.  Suárez.  ¡Que  Dios  lo  tenga  en  la  Gloria! 

José  M.  Torres-Gómez,  M.D. 

Mario  R.  García-Palmieri,  M.D. 


Citas  del  Dr.  Ramón  M.  Suárez 


VOCA  CION  PROFESIONAL 

C reo  firmemente  que  después  de  la  vocación  sacerdotal  y religiosa,  la  de  medicina  es  la  más  noble 
de  todas  las  profesiones  ante  los  ojos  de  Dios  y ante  los  ojos  del  mundo.  De  igual  manera  estoy 
convencido  de  que  cualquiera  que  sea  la  profesión  y hasta  el  oficio  que  uno  escoja  en  la  vida,  se  puede 
ser  útil  a la  humanidad,  siempre  que  no  se  seleccione  con  el  fin  primordial  de  lucro  personal 
olvidándose  de  la  caridad  cristiana. 

Discurso  de  Graduación  Colegio  San  Ignacio  de  Loyola,  4 de  junio  de  1961 


LA  PRACTICA  DE  LA  MEDICINA 

No  les  voy  a hablar  de  medicina  que  es  de  lo  único  que  yo  sé  algo,  ni  siquiera  de  la  medicina 
socializada  que  tanto  se  discute  hoy  día  en  Puerto  Rico  >’ fuera  de  Puerto  Rico.  Me  limito  a decirles  que 
la  piedra  angular  de  la  libertad  es  el  individuo  y los  derechos  del  individuo  deben  permanecer 
inviolables  si  es  que  queremos  progresar  en  el  mundo  de  hombres  libres.  Que  ni  a ustedes  ni  a mí  nos 
gustaría  que  el  médico  se  convirtiera  en  un  “ obrero  diestro  ” o en  un  simple  ‘ funcionario  ” del  Estado 
en  vez  del  médico  sacerdote  y confidente.  Que  un  trabajo  rutinizado,  mecanizado,  cronometrado  a 
razón  de  tantas  consultas  por  hora  nos  llevaría  a deshumanizar  la  medicina.  Que  para  el  buen  médico 
no  hay  enfermedades  sino  enfermos.  Que  para  el  médico  bueno  el  enfermo  debe  ser  nuestro  “ prójimo  ” 
y que  la  práctica  de  la  medicina  “ a larga  distancia ” o por  “ control  remoto”  es  mala  pues  “el  amor”, 
dice  Lain  Entralgo,  “es  el  principio  de  toda  operación  curativa”.  Sin  amor,  el  diálogo  se  hace 
imposible,  >’  sin  diálogo  no  es  fácil  curar. 

Palabras  Pronunciadas  ante  Club  Exchange  de  Hato  Rey.  21  de  enero  de  1965 


La  juventud  pasa  aturdida  p veloz  y un  día,  el  mañana  que  está  ahí,  bien  cerca  de  nosotros,  nos 
sorprende  con  un  alerta,  como  diciéndonos,  aquí  estamos,  ya  hemos  llegado.  Es  la  vejez  con  sus 
amarguras,  es  la  muerte  misma,  felices  si  podemos  decirlo  serenamente:  Hemos  llegado  y hemos 
cumplido  con  nuestro  deber  y con  nuestra  conciencia,  y dejamos  como  un  tributo  a las  futuras 
generaciones  lo  que  se  condensa  en  este  momento,  todas  las  energías  presentes,  todas  las  luchas 
pasadas,  para  representar  en  una  casa  los  ideales  de  la  Asociación  Médica  de  Puerto  Rico.” 

Palabras  pronunciadas  al  colocar  la  primera  piedra  del  edificio  de  la  Asociación  Médica  de  Puerto  Rico  el  día  7 de  julio  de 
1929. 


Los  médicos  hemos  conseguido  prolongar  la  vida  mejorando  la  salud  pública  y evitando  y curando 
las  infecciones  bacterianas  con  los  nuevos  antibióticos,  pero  hemos  creado,  al  mismo  tiempo,  el  gran 
problema  médico  y psiquiátrico  de  la  Geriatría.  La  gran  batalla  médica  del  momento  actual  estriba  no 
sólo  en  prolongar  la  vida,  sino  en  conseguir  que  esa  vida  sea  más  activa,  más  atractiva,  más  normal. 
Diciéndolo  de  otra  manera,  lo  importante  no  es  “sumarle  años  a la  vida,  sino  añadirle  vida  a los  años.  ” 

Los  Viejos  y el  4to.  Mandamiento.  Página  5.  Conferencia  dictada  ante  la  Hermandad  Católica  de  Médicos,  Dentistas  y 
Tecnólogos  - 27  de  noviembre  de  1957,  Hospital  Mimiya,  Santurce,  Puerto  Rico 
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Citas  del  Dr.  Ramón  M.  Suárez 


METODOS  DE  REJUVENECIMIENTO 

No  se  ha  descubierto  todavía  ni  el  ideal  de  Fausto,  ni  la  fuente  maravillosa  de  Juan  Ponce  de  León,  ni 
la  vitamina,  ni  la  hormona,  ni  el  injerto  de  la  eterna  juventud.  Los  preparados  que  aseguran  devolver  el 
“ encanto ” a la  mujer  y el  “vigor”  al  hombre  sólo  sirven  para  engañar  incautos  y,  con  el  fracaso, 
aumentar  su  ansiedad. 

Los  Modernos  Gerontes  - Conferencia  dictada  ante  el  Club  de  Leones  de  San  Juan,  30  de  enero  de  1963 


DEFINICION  DE  VIEJO 

En  son  de  broma  les  digo  que  mi  definición  de  viejo  en  todas  las  etapas  de  la  vida,  es  aquella 
persona  que  tiene  veinte  años  más  que  uno. 

La  Vejez,  Conferencia  dictada  en  el  Ateneo  Puertorriqueño,  15  de  enero  de  1976 


EXISTIR  NO  ES  VIVIR 

Es  de  todos  conocido  el  caso  del  presidente  Truman,  de  ochenta  y ocho  años  de  edad,  muerto  después 
de  dos  meses  de  agonía  y veintidós  días  de  estancia  en  el  hospital  y el  caso  del  generalísimo  Franco,  de 
ochenta  y dos  años  de  edad,  que  padecía  de  parkinsonismo , fiebotrombosis,  úlceras  gástricas,  arritmas 
cardíacas,  hipotensión  arterial,  insuficiencia  pulmonar  y renal,  peritonitis  aguda  y coma.  Un  equipo 
de  treinta  y dos  médicos  se  batió  encarnizada  e infructuosamente  por  treinta  y cinco  días  para  salvarle 
la  vida.  Se  hizo  un  despliegue  de  los  más  moderno  y sofisticado  de  la  tecnología  médica.  Se  le 
practicaron  dos  gastrectomías  y una  tercera  operación  abdominal  y se  le  administró  un  inusitado 
número  de  transfusiones  de  sangre,  traqueostomía,  diálisis  peritoneal  y hemodiálisis,  intubación 
gástrica,  hiperalimentación,  etcétera.  Se  prolongó  la  lucha  a tal  extremo  que  el  “basta  ya”  a los 
médicos,  se  oía  con  frecuencia  por  las  calles  de  pueblos  j ciudades  de  España.  El  propio  Caudillo 
resumió  esa  lucha  diciendo:  ¡qué  mucho  trabajo  cuesta  morirse! 

La  Vejez,  Conferencia  dictada  en  el  Ateneo  Puertorriqueño,  15  de  enero  de  1976 


OPINIONES  AJENAS 

Venimos  obligados  a tolerar  y hasta  a respetar  las  opiniones  ajenas  aunque  sean  contrarias,  con  tal  que 
sean  honradas. 

Discurso  “Mis  experiencias  en  el  pasado,  mis  impresiones  del  presente  y mis  esperanzas  en  el  futuro” 

Boletín  Informativo  de  la  Asociación  Médica  de  Puerto  Rico,  enero  1962 


RECONCILIACION 

En  esta  época  del  Adviento,  cuando  se  acerca  la  Natividad,  hagamos  todos  un  examen  de  conciencia 
ante  el  altar  casi  sagrado  de  nuestro  ministerio  y antes  de  comulgar  vayamos  a reconciliarnos  con  el 
hermano.  Esa  reconciliación  j esa  convivencia  con  el  hermano  son  esenciales  para  que  no  se  quebrante 
nuestra  defensa  y nuestra  fe  en  nosotros  mismos. 

Discurso  “Mis  experiencias  en  el  pasado,  mis  impresiones  del  presente  y mis  esperanzas  en  el  futuro” 

Boletín  Informativo  de  la  Asociación  Médica  de  Puerto  Rico,  enero  1962 
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Citas  del  Dr.  Ramón  M.  Suárez 


EPOCA  DEL  SATELITE 

Estamos  en  la  era  del  satélite,  de  la  física  nuclear  y de  los  viajes  a la  luna,  pero  todavía  no  se  ha 
podido  prescindir  del  factor  humano. 

La  ciencia  no  ha  podido  igualar  la  perfección  anatómica  de  la  mano,  ni  los  micrófonos  estabiliza- 
dores del  oido,  ni  la  pantalla  de  televisión  de  la  retina,  ni  los  millares  de  computadores  electrónicos  y 
biológicos  que  tenemos  en  el  cerebro.  Esas  maravillas  humanas  no  han  podido  salir,  no  han  podido  ser 
creadas  si  no  por  una  inteligencia  sobrenatural  >’  divina. 

Palabras  ante  el  Club  de  Leones  de  San  Juan,  8 de  septiembre  de  1965 


CONSEJOS  PARA  LA  GENTE  MA  YOR 

/.-  Tenga  sentido  de  humor.  Sonríase  o ríase.  La  risa  es  un  atributo  que  Diosle  dió  al  hombre  y negó 
a los  animales. 

2. -  Cultive  actividades  extrovertidas,  tales  como  inspeccionar  el  trabajo  de  otros,  ayudar  al  niño  a 

hacer  un  castillo  de  naipes,  o fabricar  un  bote  o un  aeroplano. 

3. -  Escriba  a alguien  todos  los  días.  Si  desea  recibir  correspondencia  tiene  que  empezar  por  escribir 

cartas. 

4. -  Desarrolle  su  sentido  del  gusto  para  conservar  una  buena  nutrición,  pero  evite  aumentar  de  peso. 

5. -  Lea  buenos  libros  y los  periódicos  diarios. 

6. -  Ocúpese  más  de  la  apariencia  de  sus  trajes  o vestidos. 

7. -  Esté  pendiente  de  la  política  actual,  nacional  e internacional. 

8. -  Esté  pendiente  de  las  actividades  atléticas  para  tener  de  qué  hablar  con  la  gente  joven. 

9. -  Limite  sus  ambiciones.  Confórmese  con  el  éxito  ya  obtenido. 

10-  Haga  algún  trabajo  manual  todos  los  días,  en  la  casa,  en  el  jardín  o en  la  granja.  El  trabajo  acorta 
los  días,  prolonga  la  vida  es  el  mejor  antídoto  contra  la  senilidad. 

11. -  Asista  con  asiduidad  a su  iglesia. 

12. -  Camine  ligero  y siéntese  derecho. 

13. -  Sea  prudente,  pero  hable  al  punto,  sin  rodeos  y sin  repetición. 

14. -  Al  conversar,  hágalo  en  forma  que  interese  a los  demás;  olvídese  del  pasado,  enfoque  el  presente  y 

el  porvenir. 

15. -  Permanezca  sereno. 

16. -  Consérvese  profundamente  masculino  o femenina,  según  sexo,  nunca  neutro. 

17. -  Trate  de  ayudar  a alguien  todos  los  días. 

18. -  Trate  de  aparecer  atractivo  a las  personas  jóvenes  de  ambos  sexos. 

19. -  Descanse  bastante,  pero  permanezca  activo. 

20. -  Actúe  siempre  como  si  hubiera  de  vivir  cien  años  más,  pero  no  tema  a la  muerte. 

21. -  Tenga  un  fin  o un  objetivo  por  qué  luchar  en  la  vida.  Viva  siempre  con  ilusiones  pero  no  de 

ilusiones. 

22. -  La  felicidad  puede  obtenerse  y desarrollarse  después  de  la  edad  madura. 

23. -  Recuerde  que  la  paz  mental  es  el  más  útil,  el  más  eficaz  y el  más  inofensivo  de  todos  los 

an  t icoagulan  tes. 
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Porque  es 
el  banco  que 
nunca  cierra. 


Porque  es 
bien  rápido 
y fácil. 


Porque  te 
resuelve  en 
emergencias. 


AMin¡ 

Banco 

te  resuelve  cuando  tú  lo  necesitas 


MM  Banco  a II  I MMBancoU 


ü II 


^M  lUncoll  ||  ||  Mini-Banco  Ü 


limii  I LimimiMi i i mm i 

¡ül 


^-Bancojfcl 

Büeü 


Porque  hay 

muchos 

Mini-Bancos. 


BANCO  KPONCC 

VISA 

Uso  del  Mlnr-6anco  sujeto  a aprobación  Sólo  las  tarjetas  del  Banco  de  Ponce 


En  Mini-Bancos,  el  pionero. 


BANCO  DE  PONCE 


65  años  dedicados  a Puerto  Rico 


MIEMBRO  F D I C 


Momentos  en  la  vida  del  Dr.  Suárez 


Consulta  médica  en  casa  del  paciente  Pablo  Casals  en  1957. 
Presentes  de  izquierda  a derecha  los  Dres.  Luis  Guzmán  López, 
Ramón  M.  Suárez,  Paul  D.  White,  José  Passalacqua  y Guillermo 
Picó. 


El  Dr.  Ramón  M.  Suárez  en  su  consultorio 
en  el  Hospital  Mimiya. 


Los  Dres.  Ramón  M.  Suárez, 
Pablo  Morales  Otero  y Arturo 
Carrión,  tres  columnas  del  Insti- 
tuto de  Medicina  Tropical,  en 
uno  de  los  pasillos  de  dicha 
institución. 


Los  padres  del  Dr.  Suárez  y tres  edades  en  su  vida:  niño,  graduando  y ya  como  médico  de  gran  prestigio. 
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El  Dr.  Suárez  compitiendo  en  su  deporte  favorito: 
caballos  de  paso  fino. 


El  Dr.  Suárez  en  compañía  de  su  querido  amigo  e invitado  el  Dr. 
Ignacio  Chávez,  al  centro,  y del  entonces  Presidente  de  la 
Asociación  Médica  de  Puerto  Rico,  Dr.  Luis  A.  Sanjurjo. 


El  Dr.  Suárez  acompañado  de  su  esposa,  sus  hijos  y sus  nietos  en  el  1950. 
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La  Contribución  del  Dr.  Ramón  M.  Suárez 
a la  Investigación  del  Esprú 

Federico  Hernández-Morales,  M.D. 


Durante  las  primeras  tres  décadas  de  este  siglo,  los 
doctores  González-Martínez,  Gutiérrez  Igaravidez  y 
Ashford  estudiaron  a fondo  varios  de  los  problemas  médicos 
que  afectaban  a una  gran  mayoría  de  la  población  de  Puerto 
Rico.  Ashford  descubre  por  primera  vez  que  la  anemia  que 
minaba  la  vida  del  jíbaro  era  producida  por  la  uncinaria. 
Ñeca  tor  americanus.  González-Martínez  en  1904  descubre 
por  primera  vez  la  presencia  de  huevos  de  esquistosoma  en 
puertorriqueños  que  vivían  en  Mayagüez.  Ashford,  Gutié- 
rrez Igaravidez  y González-Martínez  inician  el  estudio  de  una 
condición  diarréica  que  también  afectaba  a muchos  en 
Puerto  Rico.  Fue  Ashford  el  que  más  se  interesó  en  este 
problema  médico  dedicando  los  últimos  treinta  años  de  su 
vida  al  estudio  de  la  mala  absorción  intestinal  tropical  cono- 
cida como  esprú.  A pesar  de  grandes  esfuerzos  y una  gran 
dedicación,  Ashford  muere  sin  haber  logrado  establecer  la 
etiología  ni  encontrar  un  remedio  efectivo. 

En  el  1929,  el  Dr.  Ramón  M.  Suárez  publica  en  el  Boletín 
de  la  Asociación  Médica  de  Puerto  Rico  su  primer  artículo 
intilulado  “Estudios  de  Dos  Casos  de  Anemia”1  (esprú?).  En 
el  1931,  el  Dr.  Suárez  utiliza  el  extracto  acuoso  de  hígado 
Valentine  por  vía  oral  en  el  tratamiento  de  la  anemia  estable- 
ciendo la  eficacia  de  esta  preparación  para  tal  fin.2 

En  1934,  el  Dr.  Suárez  escribe  sobre  el  uso  y abuso  del  uso 
del  extracto  de  hígado3  y en  1938  publica  un  extenso  trabajo 
sobre  los  aspectos  clínicos  y hematológicos  de  150  pacientes 
con  esprú  que  refleja  un  estudio  profundo  de  esa  enferme- 
dad.4 Para  esta  época  ya  se  estaba  usando  un  extracto  especial 
de  hígado  preparado  por  la  compañía  famacéutica  Lilly, 
siendo  este  extracto  de  hígado  sometido  a una  serie  de  cam- 
bios que  permitían  su  uso  por  vía  intramuscular.  Cientos  de 
pacientes  fueron  tratados  con  esta  preparación  la  cual  produ- 
cía un  dolor  intenso  en  la  región  glútea  donde  era  inyectado 
pero  mejoraba  notablemente  la  condición  clínica  y hematoló- 
gica  de  los  enfermos.5  A fines  de  la  década  del  cuarenta,  el  Dr. 
Suárez  se  interesa  en  el  estudio  de  la  médula  ósea  y probable- 
mente fue  el  primero  de  Puerto  Rico  en  practicar  esta  técnica 
de  diagnóstico  hematológico,  la  cual  siguió  utilizando  a lo 
largo  de  su  prolífica  carrera  como  médico  e investigador.6 

En  1940,  abre  sus  puertas  el  nuevo  Hospital  de  Medicina 
Tropical  el  cual  ofrecía  servicios  médicos  de  altísima  calidad 
a todos  los  pacientes  referidos  por  los  distintos  médicos  que 
ejercían  en  los  municipios  de  Puerto  Rico.  Muy  pronto  se 
invita  al  Dr.  Suárez  a participar  activamente  como  miembro 
de  la  Facultad  habiéndosele  nombrado  Jefe  del  Departa- 
mento de  Medicina. 

Bajo  su  dirección  se  establecieron  laboratorios  de  investi- 
gación en  la  disciplina  de  medicina  tropical  con  gran  énfasis 
en  el  estudio  del  esprú  tropical.  El  Dr.  Suárez  da  cuenta  de  la 
importante  probable  relación  entre  el  esprú  y la  nutrición 


Ex-presidente  Asociación  Médica  de  Puerto  Rico.  Catedrático  Clínico  de 
Medicina.  Escuela  de  Medicina.  Universidad  de  Puerto  Rico. 


inadecuada  que  se  observaba  en  todos  los  pacientes  con  esprú 
e invita  a venir  a Puerto  Rico  a la  Dra.  Lydia  Roberts,  experta 
en  nutrición,  para  que  estudiase  a fondo  esta  fase  del  pro- 
blema que  había  sido  previamente  considerada  por  el  Dr. 
Ashford. 

Los  pacientes  ingresados  con  esprú  eran  sometidos  a una 
dieta  cuidadosamente  preparada  y ofrecida  a los  enfermos 
bajo  supervisión  estricta  de  las  nutricionistas.  Los  pacientes 
comían  esta  dieta  por  un  período  de  tres  meses  practicándo- 
sele durante  este  intervalo  de  tiempo  todos  los  exámenes 
necesarios.  A pesar  de  la  dieta,  no  hubo  mejoría  alguna  ni  en 
el  aspecto  clínico  ni  en  el  hematológico.  Nunca  se  supo  si  el 
período  de  tres  meses  era  suficiente  para  obtener  una  res- 
puesta pero  todos  los  enfermos  mejoraban  enseguida  al  admi- 
nistrarle el  extracto  de  hígado  concentrado  de  Lilly  especial- 
mente preparado  por  la  famacéutica  del  Hospital  de 
Medicina  Tropical.  Las  experiencias  con  las  dietas  nunca 
llegaron  a publicarse. 

El  Dr.  Suárez  consigue  interesar  a los  investigadores  de  la 
casa  Lederle  en  encontrar  el  factor  anti-esprú  que  podría 
aislarse  del  extracto  de  hígado.  Se  inicia  un  extenso  estudio 
con  las  diferentes  preparaciones  que  nos  eran  enviadas  casi 
mensualmente.  En  ninguno  de  los  pacientes  tratados  se 
obtuvo  repuesta  favorable  alguna.  Estas  experiencias  tam- 
poco se  llegaron  a publicar. 

A fines  de  1945,  el  Dr.  Tom  Spies  de  Birmingham,  Ala- 
bama, amigo  íntimo  del  Dr.  Suárez  y un  investigador  de 
grandes  quilates,  trae  personalmente  a Puerto  Rico  la  pri- 
mera dosis  de  ácido  fólico  que  es  inyectada  en  una  paciente  de 
esprú  cuya  hemoglobina  era  menos  de  10%  y sus  células 
escasamente  llegaban  a 500,000  por  milímetro  cúbico.  La 
respuesta  clínica  y hematológica  fue  extraordinaria,  convir- 
tiéndose el  ácido  fólico  inyectable  en  el  agente  número  uno 
para  tratar  el  esprú  tropical.7  Habiéndose  establecido  la  efec- 
tividad del  ácido  fólico  sin  lugar  a dudas,  la  casa  Lederle  lo 
envía  en  forma  de  tabletas  para  uso  oral,  la  cual  produce 
mejoría  clínica  y hematológica  de  igual  intensidad  que  la 
forma  inyectable.  El  próximo  experimento  era  el  encontrar  la 
dosis  mínima  efectiva  de  ácido  fólico.8  Antes  de  completar 
este  estudio,  el  Dr.  Spies  vuelve  a Puerto  Rico  con  las  prime- 
ras dosis  de  vitamina  B12  y su  uso  provocó  una  respuesta  tan 
intensa  como  la  obtenida  con  el  uso  de  ácido  fólico.9 
Habiéndose  verificado  sin  duda  alguna  la  efectividad  del 
tratamiento  del  esprú  tropical  tanto  con  ácido  fólico  por  vía 
oral  como  con  vitamina  Bl2  por  vía  subcutánea,  corresponde 
llevar  a cabo  también  derivados  del  ácido  fólico  tales  como 
formas  conjugadas10  pteroil  ácido  diglutámico  (diopterina)11, 
pteroil  ácido  triglutámico  (teropterina)12  (diopterina)11,  y 
factor  citrovorum  (leucovorin).13 

Al  finalizar  la  década  del  ’40  se  establece  la  Escuela  de 
Medicina  de  la  Universidad  de  Puerto  Rico  y desaparecen  la 
Escuela  de  Medicina  Tropical  y el  Hospital  Universitario 
quedándose  tronchados  una  serie  de  estudios  sobre  el  esprú 
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tropical  que  estaban  en  progreso  y que  nunca  pudieron  termi- 
narse ni  publicarse.  El  Dr.  Suárez,  persona  que  no  se  amila- 
naba ante  nada,  estableció  la  Fundación  de  Investigaciones 
Clínicas  en  el  edificio  de  la  Clínica  Mimiya  donde  continuó 
estudiando  el  esprú  tropical  pero  con  la  desventaja  que  ya  no 
contaba  con  las  facilidades  necesarias  que  le  habían  permi- 
tido llevar  a cabo  lo  que  su  mente  extraordinaria  le 
aconsejaba. 

Uno  de  los  estudios  más  interesantes  que  llevamos  a cabo 
con  el  Dr.  Suárez  (a  iniciativas  del  Dr.  Suárez)  fue  el  estudio 
de  la  médula  ósea  en  monos  de  la  isla  de  Santiago  habiéndo- 
sele practicado  punción  medular  a cientos  de  monos  que  eran 
magistralmente  inmovilizados  por  el  Sr.  Mike  Tomilin,  ruso 
que  había  huido  de  las  hordas  comunistas  rusas  viajando  por 
toda  la  Siberia  y luego  a través  de  la  China.14 

Como  es  natural,  los  pacientes  buscaban  apelativos  para 
distintos  estudios.  A la  punción  medular  se  le  llamaba  “la 
puñalá”,  a la  gastroscopía  “el  palo”  y a la  rectosigmoidosco- 
pía  “el  negrete”,  no  en  honor  a Jorge  Negrete,  famoso  can- 
tante mexicano  que  luego  se  volvió  sacerdote,  sino  por  el 
hecho  de  que  el  instrumento  usado  era  de  baquelita  de  color 
negro.  En  1958,  como  colofón  a su  fama  de  investigador  del 
esprú,  el  Dr.  Henry  Bockus,  organizador  del  primer  Con- 
greso Mundial  de  Gastroenterología,  selecciona  al  Dr.  Suá- 
rez como  mantenedor  de  la  mesa  redonda  sobre  el  síndrome 
de  mala  absorción. 

El  Dr.  Suárez  reconoció  desde  un  principio  que  los  más 
importante  en  el  estudio  de  esprú  tropical  era  dedicarse  a 
encontrar  la  cura  de  la  enfermedad,  aceptando  filosófica- 
mente que  el  tratar  de  determinar  su  etiología  correspondía  a 
los  investigadores  del  futuro.  Y la  encontró. 
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HOMENAJE 

AL  DOCTOR  RAMON  M.  SUAREZ 

(En  su  muerte) 

Esbelta  figura,  corazón  risueño, 
segura  palabra,  concepto  cabal. 

Si  gracias  divinas  llenaban  tu  vida 
¿adonde  te  has  ido  dones  a buscar? 

¿Adonde  vas,  maestro  amigo, 
más  virtudes  a buscar, 
si  en  la  tierra  las  tenías 
ejemplares  por  demás? 

¿Qué  podrá  pedirte  el  Cielo 
para  la  gloria  te  dar, 
si  llevas  desde  mi  suelo 
obras  nobles  sin  igual? 

Aquellos  gratos  laureles 
de  los  terrenales  huertos, 

¿serán  hoy  divinas  gracias 
de  los  sembrados  eternos? 

¿Quién  te  dió  el  esfuerzo,  — ¡oh  Job  del  estudio! 

para  que  subieras  montes  de  saber; 

quién  el  gozo  santo  de  la  Epifanía 

que  tanto  se  unieron  humor  y entender? 

¿Tomaste  prestado  de  Esculapio  el  cetro, 
y del  buen  hermano  de  Asís  compasión? 

¿O  te  ibas  a ratos  al  Divino  Reino 
del  que  regresabas  con  tanta  intuición? 

Oh  patriota,  sabio,  digno  compañero, 
místico,  y en  todo  sublime  expresión, 
sencillo  y humilde,  que  no  parecía 
llevaras  el  fuego  de  tu  gran  pasión. 

Y si  mil  empresas,  Quijote,  tuviste, 

¡pero  con  la  lumbre  del  gran  Salomón!, 
de  recias  cruzadas  airoso  saliste, 
la  ciencia  tu  espada,  tu  emblema  el  amor. 

José  R.  Passalacqua,  MD. 

Enero,  1982 
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Comentarios  Sobre  la  Contribución  del 
Dr.  Ramón  M.  Suárez  al  Estudio  de  la 
Hipertensión  Arterial 


El  estudio  de  la  hipertensión  arterial,  particularmente  en 
su  aspecto  epidemiológico  en  Puerto  Rico  fue  uno  de 
los  intereses  científicos  más  profundos  en  la  vida  profesional 
del  Dr.  Ramón  M.  Suárez.  En  un  repaso  de  la  bibliografía  del 
Dr.  Suárez,  el  Dr.  José  Manuel  Torres  ha  identificado  nueve 
contribuciones  a la  literatura  médica  sobre  este  tema,  las 
cuales  ha  tenido  la  bondad  de  facilitarme. 

En  el  año  1930,  en  colaboración  con  nuestro  muy  querido 
y bien  recordado  Dr.  Rafael  Rodríguez-Molina,el  Dr.  Suárez 
publicó  su  primer  estudio  sobre  la  presión  arterial  en  Puerto 
Rico.1  Este  trabajo  había  sido  presentado  por  ellos  en  una 
clínica  en  la  Escuela  de  Medicina  Tropical  en  octubre  de 
1927.  Utilizando  una  muestra  de  443  personas  llegaron  a la 
conclusión  de  que  el  promedio  de  las  presiones  sistólica  y 
diastólica  en  Puerto  Rico  era  más  bajo  que  en  países  de  clima 
templado;  fenómeno  que  atribuyeron  a la  vaso-dilatación 
periférica  inducida  por  el  clima  cálido  del  trópico. 

Sin  embargo,  en  otra  publicación  en  el  1941,  el  Dr.  Suárez 
anotó  que  tanto  la  arteriosclerosis  como  la  hipertensión  son 
aquí,  igual  que  en  el  resto  del  mundo,  las  causas  más  frecuen- 
tes de  las  enfermedades  cardiovasculares.2  Además,  recalcó 
que  el  nivel  de  presión  anormal  en  Puerto  Rico  es  sobre  1 50/90 
mm  Hg:  cifra  idéntica  a la  establecida  mundialmente.  Este 
trabajo  había  sido  presentado  ante  la  Asociación  Médica  del 
Distrito  de  Humacao  en  febrero  de  194 1 . El  tema  principal  de 
este  artículo  es  la  enfermedad  de  las  arterias  coronarias  en 
Puerto  Rico  y son  notables  en  él  dos  datos  mas:  a)  que 
atribuyó  el  primer  diagnóstico  correcto  ante-morten  de  la 
oclusión  coronaria  a Obraztsov  y Strazhesko  en  vez  de  a 
James  B.  Herrick;  prioridad  ciertamente  más  concedida 
ahora  que  en  aquel  entonces,3  b)  que  informó  una  mortali- 
dad dentro  de  la  primera  semana  en  55  casos  de  infarto  agudo 
del  miocardio  de  un  poco  menos  de  11%;  cifra  que  compara 
favorablemente  con  las  que  se  informan  hoy  en  día  en  las 
modernas  unidades  coronarias. 

Continuó  el  Dr.  Suárez  estudiando  la  hipertensión  en 
Puerto  Rico  y en  el  año  1944  publicó  en  el  American  Heart 
Journal  sus  observaciones  sobre  un  análisis  estadístico  de 
1,081  casos  de  enfermedad  cardiovascular  de  su  experiencia 
personal.4  Encontró  una  prevalencia  de  22.8%  de  hiperten- 
sión, y ante  la  casi  ausencia  de  ésta  en  los  informes  demográfi- 
cos y anatomopatológicos  de  la  época  expresó  su  creencia  de 
que  se  encuentra  escondida  en  estos  informes  bajo  otros 
diagnósticos  tales  como:  nefritis,  arterioloesclerosis,  o alguna 
otra  denominación,  anticipando  así  el  epígrafe  moderno  de  la 
hipertensión  como  “el  asesino  silencioso”.  Concluyó  que  las 
condiciones  climatológicas  de  Puerto  Rico  no  se  relacionan 


Director  Médico,  Hospital  de  Veteranos  de  San  Juan.  Catedrático  de 
Medicina,  Escuela  de  Medicina,  Universidad  de  Puerto  Rico. 


con  la  prevalencia  de  las  enfermedades  cardiovasculares. 

La  próxima  publicación  del  Dr.  Suárez  sobre  la  hiperten- 
sión fue  en  el  1950. 5 En  ella  informó  los  resultados  obtenidos 
con  el  uso  del  tiocianato  como  agente  antihipertensor. 
Demostró  la  efectividad  de  esta  sustancia  pero  apuntó  tam- 
bién sus  desventajas  de  exigir  la  determinación  de  niveles 
sangíneos  para  mayor  aprovechamiento  y el  efecto  colateral 
de  inducir  el  hipotiroidismo.  Este  trabajo  lo  había  presentado 
el  Dr.  Suárez  anteriormente  ante  la  Asociación  Médica  del 
Distrito  de  Mayagüez  en  octubre  del  1947. 

También  en  el  1950,  el  Dr.  Suárez  publicó  un  análisis 
mucho  más  extenso  de  la  epidemiología  de  la  hipertensión  en 
Puerto  Rico.6  Estudió  una  serie  de  13,656  enfermos  proceden- 
tes de  varios  hospitales  de  la  isla  y encontró  hipertensión  en 
6.79%  de  ellos.  En  contraste,  en  su  serie  personal  de  enfermos 
cardiovasculares  ahora  expandida  a 3,081  casos  encontró 
una  prevalencia  de  hipertensión  de  31.6%;  cifra  que  señaló  es 
más  alta  que  las  de  Argentina,  México  y Nueva  Inglaterra 
pero  más  baja  que  las  de  Nueva  York,  Virginia  y Louisiana. 
Otra  vez  usó  el  nivel  anormal  de  presión  arterial  sobre  1 50/90 
mm  Hg,  alejándose  más  de  su  apreciación  inicial  de  que  la 
presión  arterial  fuera  aquí  más  baja  que  en  otros  países. 
Recalcó  otra  vez  la  ausencia  de  la  hipertensión  en  las  estadísti- 
cas anatomopatológicas  y demográficas  y apuntó  la  respon- 
sabilidad crucial  de  la  hipertensión  como  causa  de  la 
hemorragia  cerebral,  la  arteriosclerosis  renal,  el  infarto  del 
miocardio,  la  hipertrofia  ventricular  izquierda  y el  fallo  car- 
díaco. Volvió  a hacer  énfasis  sobre  la  falta  de  correlación 
entre  el  clima  y la  presión  arterial. 

Estas  observaciones  recibieron  despliegue  nacional  al  pre- 
sentarlas el  Dr.  Suárez  en  la  trigésimaprimera  reunión  anual 
del  Colegio  Americano  de  Médicos  que  se  celebró  en  Boston 
en  el  mes  de  abril  de  1950.  Esta  conferencia  de  gran  relieve  fue 
publicada  en  los  Anales  de  Medicina  Interna  en  el  mismo  año 
y dejó  bien  sentada  la  importancia  de  la  hipertensión  en 
Puerto  Rico  como  problema  sobresaliente  de  salud  pública  y 
personal.7 

Con  la  colaboración  de  su  hijo  el  Dr.  Suárez,  Jr.,  y sus 
asociados  los  doctores  Buso  y Sabater  apuntó  el  Dr.  Suárez 
en  el  año  1953  la  efectividad  de  la  protoveratina  en  el  trata- 
miento de  la  hipertensión,  justipreciando  también  la  impor- 
tancia de  sus  efectos  colaterales.8 

En  el  1958  publicó  junto  a su  hijo  sus  observaciones  sobre 
la  hipertensión  en  los  envejecientes  en  Puerto  Rico;  trabajo 
que  había  presentado  en  la  sesión  anual  de  la  Asociación 
Médica  de  Puerto  Rico  en  el  1957. 9 Hizo  énfasis  sobre  el 
aumento  en  la  población  de  envejecientes  desde  la  década  del 
1936-46  a la  del  1947-56,  apuntando  así  la  creciente  importan- 
cia de  la  geriatría  en  Puerto  Rico,  y al  mismo  tiempo,  de  las 
enfermedades  degenerativas  y la  hipertensión  en  este  grupo. 
En  su  serie  personal  de  3,726  pacientes  de  más  de  60  años  de 
edad  encontró  una  presión  sobre  150/90  mm  Hg,  en  25.2%; 
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cifra  sustancial  aunque  más  baja  que  la  informada  para  aquel 
entonces  en  los  Estados  Unidos.  Apuntó  en  este  artículo 
varias  observaciones  que  aún  son  de  actualidad  tales  como;  el 
que  la  mayor  parte  de  estos  pacientes  tienen  sólo  hipertensión 
sistólica,  el  que  una  presión  diastólica  de  más  de  120  es  muy 
rara  en  este  grupo  y la  total  ausencia  de  la  hipertensión 
maligna  en  ellos.  Quizás  con  la  única  excepción  del  uso  del 
término  “benigna”  para  referirse  a la  hipertensión  sistólica, 
es  notable  la  similitud  de  estas  observaciones  con  los  concep- 
tos modernos  sobre  este  aspecto  de  la  hipertensión. 

El  último  trabajo  del  Dr.  Suárez  sobre  la  hipertensión  fue 
publicado  en  el  1963  y trata  sobre  el  manejo  moderno  de  la 
hipertensión.10  Fue  presentado  en  el  segundo  curso  post- 
graduado para  médicos  generalistas  de  la  Escuela  de  Medi- 
cina celebrado  en  el  año  1962.  En  este  artículo  el  Dr.  Suárez 
hizo  énfasis  sobre  puntos  que  aún  permanecen  latentes:  a) 
recalcó  “los  gastos,  molestias  y peligros  del  tratamiento”  de 
la  hipertensión,  implicando  así  la  importancia  crucial  de  la 
evaluación  clínica  de  la  razón  costo-beneficio  en  la  determi- 
nación y selección  del  tratamiento,  b)  informó  su  observación 
personal  sobre  la  efectividad  de  una  dosis  de  reserpina  de  sólo 
0.1  mg/día  para  mantenimiento,  dato  que  sólo  recientemente 
ha  sido  comprobado,  c)  hizo  mención  de  la  inocuidad  de  la 
dosificación  de  hidralazina  limitada  a 100  mg  diarios,  d) 
realzó  la  efectividad  del  nitroprusiato  de  sodio  en  las  emergen- 
cias hipertensivas,  dato  que  ha  vuelto  a renacer  después  de 
haber  sido  olvidado  por  varios  años,  e)  apuntó  que  las  tiazi- 
das  han  hecho  menos  imperativa  la  restricción  de  sodio  y f) 
sobre  todo,  partió  implícitamente  de  la  premisa  que  la  hiper- 
tensión en  principio  exige  tratamiento.  Aún  en  la  proyección 
moderna,  este  artículo  es  un  resumen  magnífico  de  los  princi- 
pios fundamentales  del  tratamiento  de  la  hipertensión. 

Estos  comentarios  no  pueden  estar  completos  sin  señalar 
tres  cualidades  de  la  obra  científica  del  Dr.  Suárez  claramente 
demostradas  a través  de  sus  publicaciones  sobre  la  hiperten- 
sión. Primero,  la  importancia  de  los  temas  a los  cuales  dedicó 
su  esfuerzo  de  investigación.  Respecto  a la  hipertensión,  estos 
temas  han  sido  básicos  a nuestros  conocimientos  modernos  y 
aún  hoy  en  día  revisten  una  importancia  vital  a su  continuada 
expansión.  Segundo,  el  que  constantemente  el  Dr.  Suárez 
hizo  una  correlación  entre  los  datos  informados  en  la  litera- 
tura médica  y las  propias  observaciones  de  su  práctica  clínica 
diaria.  Para  hacer  esto  era  preciso  que  el  Dr.  Suárez  en  su 
diario  quehacer  al  lado  del  paciente  siguiera  una  pauta  de 
observación  clínica  precisa,  meticulosa,  bien  ejecutada  y bien 
documentada.  Debe  notarse  como  esto  permitió  el  que  este 
singular  exponente  de  nuestra  medicina  pudiese  mantenerse 
tan  al  día,  constantemente  enriqueciendo  su  propio  caudal  de 
conocimientos.  ¡Cuán  beneficioso  sería  el  que  todos  emuláse- 
mos su  ejemplo  en  la  realización  de  nuestra  propia  educación 
médica  continuada!  Tercero,  el  constante  afán  del  Dr.  Suárez 
de  compartir  sus  conocimientos  con  sus  compañeros  médicos 
a través  de  sus  publicaciones  y en  conferencias,  tanto  aquí 
como  en  los  Estados  Unidos  y países  extranjeros.  Para  los  de 
nosotros  que  hemos  tenido  la  oportunidad  de  estar  en  con- 
tacto con  los  círculos  académicos  de  la  medicina  en  otros 
países  ha  sido  notable  cuanto  este  interés  del  Dr.  Suárez  ha 
contribuido  a la  definición  de  un  reconocimiento  apropiado 
en  el  extranjero  de  los  valores  de  la  medicina  puertorriqueña. 
Estas  características  de  la  contribución  científica  del  Dr. 
Suárez  en  el  campo  de  la  hipertensión  son  índices  de  la 
calidad  personal  de  ese  gran  amigo,  médico,  y maestro  que 
fuera  el  Dr.  Suárez. 
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Fundación  de  Investigaciones  Clínicas 

(Pro  Deus,  Patriae  Eus  Scientia) 

Roberto  Buso,  MD. 


La  idea  de  propiciar  la  investigación  médica,  sin  menos- 
cabo de  los  aspectos  de  servicio  y enseñanza,  siempre 
motivó  al  Dr.  Ramón  M.  Suárez  Calderón.  Esta  motivación 
culminó  en  agosto  de  1951,  cuando  los  Dres.  R.  M.  Suárez 
Calderón,  José  Noya  Benitez,  Carlos  Muñoz  McCormick, 
Rafael  A.  Blanes,  y Ramón  M.  Suárez  Benitez,  incorporaron 
la  Fundación  de  Investigaciones  Clínicas  (F.I.C.),  una  orga- 
nización no  lucrativa,  encaminada  a auspiciar  el  espíritu 
investigativo  y el  progreso  de  la  clase  médica  y una  mejor 
salud  para  el  pueblo  de  Puerto  Rico. 

Prestigiosas  figuras  puertorriqueñas  organizaron  un 
comité  patrocinador  que  laboró  con  gran  eficacia  al  conse- 
guir fondos  de  personas  e instituciones  privadas  para  el  fun- 
cionamiento de  Muñoz  Marín,  Ledo.  Roberto  H.  Todd,  Jr., 
Dr.  Juan  A.  Pons,  Dr.  Pablo  Morales  Otero,  Dr.  Jaime  Serra 
Chavarry,  Ledo.  Francisco  Fernández  Cuyar,  Ledo.  José  A. 
Alegría,  Sr.  Alvaro  Calderón,  Sr.  Antonio  Miró  Sojo,  y Sra. 
Sarah  Shine. 

El  Hospital  Mimiya  puso  todos  sus  recursos  a la  disposi- 
ción de  la  institución  y un  nutrido  grupo  de  la  clase  médica 
colaboró  desinteresadamente  en  el  establecimiento  y desarro- 
llo de  la  nueva  organización. 

LA  F.I.C.  tuvo  una  vida  fecunda  y fructífera,  aunque 
relativamente  corta.  A mediados  de  1952  comenzó  sus  traba- 
jos la  primera  unidad  de  isótopos  radioactivos  en  Puerto  Rico 
contando  con  la  asesoría  técnica  del  profesor  Dr.  Amador 
Cobas.  El  Dr.  Roberto  Buso  y el  Dr.  Leo  Meyer,  aprobados 
por  la  Comisión  de  Energía  Atómica  de  Estados  Unidos  para 
llevar  a cabo  investigaciones  y aplicaciones  clínicas  de  radioi- 
sótopos en  la  isla,  encabezaron  la  unidad  junto  al  Dr.  Ramón 
M.  Suárez  Calderón,  Dr.  Ramón  M.  Suárez  Benitez,  Dr. 
Juan  Sabater  y Sra.  Sarah  Torres  Olavarrieta. 

El  I131  fue  utilizado  para  trabajos  de  investigación  relacio- 
nados al  tiroides,  aunque  primordialmente  se  usó  en  la  capta- 
ción tiroidea  y la  radiación  interna  del  tejido  tiroideo.1  El  Cr51 
marcando  eritrocitos  sirvió  para  medidas  volumétricas  de 
sangre  y para  evaluar  el  término  de  vida  de  la  célula  roja.  Esta 
nueva  tecnología  rápidamente  ensanchó  las  posibilidades  de 
investigación  hematológica,  lo  que  aprovechó  el  Dr.  R.  M. 
Suárez  Calderón  para  ampliar  y profundizar  este  aspecto  en 
su  departamento  de  hematología.2  3 El  Co60  marcando  la 
cianocobalamina  permitió  estudiar  el  metabolismo  de  la 
Vitamina  B]2  en  condiciones  asociadas  a mala  absorpción,  en 
esprú  tropical  y en  cirrosis  hepática.4  El  P32  solamente  se 
utilizó  en  el  tratamiento  de  casos  escogidos  de  policitemia 
vera. 

En  términos  de  servicios  de  diagnóstico  y tratamiento  con 
I131,  la  unidad  de  radioisótopos  de  la  F.I.C.  atendió,  gratuita- 
mente y por  muchos  años,  a toda  la  población  de  Puerto 
Rico,  referida  mayormente  a través  de  instituciones  públicas 
y privadas.  Gradualmente,  distintos  hospitales  establecieron 
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sus  unidades  de  radioisótopos  y paralelamente  disminuyó  la 
responsabilidad  de  la  F.I.C.  Es  igualmente  propio  señalar 
que  hasta  que  la  Universidad  de  Puerto  Rico  estableció  el 
Centro  Nuclear  a fines  de  1957,  la  F.I.C.  cargó  con  una  gran 
responsabilidad  docente,  educando  sobre  las  aplicaciones  de 
la  energía  nuclear  al  servicio  e investigación  médica. 

La  unidad  cardiovascular  de  la  F.I.C.  comenzó  sus  opera- 
ciones en  1953.  Sucesivamente  dos  cardiólogos,  Dr.  Víctor 
Malagón,  y Dr.  Frankie  Alvarado  Norat,  con  un  cirujano 
cardiovascular,  Dr.  Luis  Vallecillo,  y una  trabajadora 
médico-social,  Sra.  Judith  Torregrosa  Esteva,  rápidamente 
encontraron  que  sus  ofertas,  tan  pioneras  como  generosas, 
requerían  una  expansión  más  que  rápida,  explosiva.5  6 Y los 
recursos  de  la  F.I.C.  no  dieron  a basto  con  la  demanda.  Al 
correr  el  tiempo,  distintos  hospitales  establecieron  sus  unida- 
des de  cuidado  intensivo  y desarrollaron  sus  magníficos  pro- 
gramas de  cirugía  cardiovascular.  Naturalmente,  la  F.I.C. 
vió  así  menguar  y finalmente  desaparecer  su  puesto  de  lide- 
rato en  el  cuidado  de  la  salud  de  Puerto  Rico. 

Sin  lugar  a dudas,  la  alta  complejidad  y sofisticación  de 
equipo  y personal  de  la  ciencia  moderna  no  permite  larga 
vida  a instituciones  pequeñas  y pobres.  La  Sra.  Mercedes 
Zequeira  Antonetti  y la  Srta.  Alba  Sancho,  dos  eficientes 
secretarias  ejecutivas,  pueden  dar  fe  de  ello.  La  F.I.C.  cerró 
sus  operaciones  por  falta  de  recursos,  antes  que  su  creador 
muriese.  El  espíritu  que  motivó  a la  F.I.C.  sin  embargo, 
perdura;  como  el  del  Dr.  Ramón  Suárez  Calderón.  Y aunque 
su  liderato  como  institución  dedicada  a la  búsqueda  de  la 
verdad  y al  cuidado  científico  y compasivo  del  ser  humano 
fue  transitorio,  no  es  menos  cierto  que  forma  parte  perma- 
nente de  nuestra  historia  de  pueblo,  y está  documentado  en  el 
rico  caudal  de  investigaciones  de  la  F.I.C.  publicadas  en 
Puerto  Rico  y el  extranjero.  La  corporación,  actualmente  en 
etapa  de  nueva  planificación,  cifra  su  futuro  en  la  nueva 
sangre  profesional,  en  nuevas  modalidades  de  energía  como 
la  luz  monocromática  del  Laser,  y en  nuevas  formas  de 
subvención  económica. 
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Anxious  patients 
improve  in  just 
a few  days 


And  what  is  more  reassuring 
to  an  excessively  anxious 
patient  than  medication  that 
promptly  starts  to  relieve  his 
discomforting  symptoms? 

Valium®  (diazepam/Roche) 
begins  working  within  30  to 
90  minutes.  Patients  continue 
to  improve  in  just  a few  days, 
and  relief  continues  through- 
out the  course  of  treatment. 

There  are  other  impor- 
tant benefits  with  Valium  as  well — along  with  its 
broad  clinical  range,  Valium  has  an  efficacy/safety 
profile  that  few,  if  any,  drugs  can  match.  This 
record  has  been  achieved  with  extensive  clinical 
experience,  undoubtedly  including  yours.  And, 
as  you  must  have  observed,  side  effects  more 
serious  than  drowsiness,  fatigue  or  ataxia  rarely 
occur  Nevertheless,  as  with  any  CNS-acting 
agent,  patients  should  be  cautioned  about  driv- 
ing, operating  hazardous  machinery  or  ingesting 
alcohol  or  other  CNS-depressant  drugs  while 
taking  Valium. 

Yet  another  benefit  Valium  affords  is  flexibility 


Available  in  2-mg,  5-mg  and 
10-mg  scored  tablets,  Valium 
enables  you  to  titrate  dosage 
to  individual  patient  needs. 
For  the  geriatric  patient, 
a starting  dosage  of  2 to 
2xh  mg  once  or  twice  a day 
is  recommended.  And,  for 
patients  who  forget  or  skip 
medication,  you  can  prescribe 
Valrelease™  (diazepam/Roche) 
15-mg  slow-release  capsules, 
knowing  that  Valrelease  will  assure  all  the  benefits 
of  Valium  5 mg  t.i.d.  with  the  convenience  of 
once-a-day  dosage. 

Discontinuation  of  Valium  (or  Valrelease) 
is  typically  as  smooth  as  its  start  in  short-term 
therapy  However,  Valium  and  Valrelease  should 
be  discontinued  gradually  after  more  extended 
treatment.  As  you  diminish  dosage,  the  built-in 
tapering  action  of  Valium  and  Valrelease  will 
help  avoid  rapidly  recurring  anxiety  symptoms 
and  symptoms  of  withdrawal,  and  will  help  ease 
the  patient’s  transition  to  independent  coping 
when  therapeutic  goals  have  been  achieved. 


...that’s  one  of 
the  unique  benefits  of 
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Valium®  ( diazepam/Roche ) (Ñ  Tablets 

Valrelca.se T"  ( diazepam/Roche ) (¡V  slowrelease  Capsules 

Injectable  Valium®  ( diazepam/Roche ) (¡V 

Before  prescribing,  please  consult  complete  product  information,  a summary 
of  which  follows: 

Indications:  Management  of  anxiety  disorders,  or  short  term  relief  of  symptoms 
of  anxiety  Anxiety  or  tension  associated  with  the  stress  of  everyday  life  usually 
does  not  require  treatment  with  an  anxiolytic.  Symptomatic  relief  of  acute  agita- 
tion, tremor,  impending  or  acute  delirium  tremens  and  hallucinosis  due  to  acute 
alcohol  withdrawal;  adjunctively  in:  relief  of  skeletal  muscle  spasm  due  to  reflex 
spasm  to  local  pathology;  spasticity  caused  by  upper  motor  neuron  disorders, 
athetosis;  stiff-man  syndrome  Oral  forms  may  be  used  adjunctively  in  convulsive 
disorders,  but  not  as  sole  therapy  Injectable  form  may  also  be  used  adjunctively 
in:  status  epilepticus;  severe  recurrent  seizures;  tetanus;  anxiety,  tension  or  acute 
stress  reactions  prior  to  endoscopic/surgical  procedures;  cardioversion. 

The  effectiveness  of  diazepam  in  long-term  use,  that  is,  more  than  4 months,  has 
not  been  assessed  by  systematic  clinical  studies  The  physician  should  periodi- 
cally reassess  the  usefulness  of  the  drug  for  the  individual  patient. 
Contraindications:  Tablets  or  capsules  in  children  under  6 months  of  age; 
known  hypersensitivity;  acute  narrow  angle  glaucoma;  may  be  used  in  patients 
with  open  angle  glaucoma  who  are  receiving  appropriate  therapy 
Warnings:  As  with  most  CNS-acting  drugs,  caution  against  hazardous  occupations 
requiring  complete  mental  alertness  (eg.,  operating  machinery,  driving)  With- 
drawal symptoms  similar  to  those  with  barbiturates  and  alcohol  have  been 
observed  with  abrupt  discontinuation,  usually  limited  to  extended  use  and 
excessive  doses.  Infrequently,  milder  withdrawal  symptoms  have  been  reported 
following  abrupt  discontinuation  of  benzodiazepines  after  continuous  use,  gen- 
erally at  higher  therapeutic  levels,  for  at  least  several  months.  After  extended 
therapy,  gradually  taper  dosage  Keep  addiction-prone  individuals  (drug  addicts 
or  alcoholics)  under  careful  surveillance  because  of  predisposition  to  habitua- 
tion/dependence. 

Usage  in  Pregnancy:  Use  of  minor  tranquilizers  during  first  trimester 
should  almost  always  be  avoided  because  their  use  is  rarely  a matter  of 
urgency  and  because  of  increased  risk  of  congenital  malformations,  as 
suggested  in  several  studies  Consider  possibility  of  pregnancy  when 
instituting  therapy;  advise  patients  to  discuss  therapy  if  they  intend  to 
or  do  become  pregnane 

oral  Advise  patients  against  simultaneous  ingestion  of  alcohol  and  other  CNS 
depressants. 

Not  of  value  in  treatment  of  psychotic  patients;  should  not  be  employed  in  lieu 
of  appropriate  treatment.  When  using  oral  forms  adjunctively  in  convulsive  dis- 
orders, possibility  of  increase  in  frequency  and/or  severity  of  grand  mal  seizures 
may  require  increase  in  dosage  of  standard  anticonvulsant  medication;  abrupt 
withdrawal  in  such  cases  may  be  associated  with  temporary  increase  in  fre- 
quency and/or  severity  of  seizures. 

injectable  To  reduce  the  possibility  of  venous  thrombosis,  phlebitis,  local  irritation, 
swelling  and,  rarely,  vascular  impairment  when  used  IV  inject  slowly,  taking  at 
least  one  minute  for  each  5 mg  (1  ml)  given,  do  not  use  small  veins,  i.e.,  dorsum 
of  hand  or  urist.  use  extreme  care  to  avoid  intra-arterial  administration  or 
extravasation  Do  not  mix  or  dilute  with  other  solutions  or  drugs  in  syringe  or 
infusion  flask.  If  it  is  not  feasible  to  administer  Injectable  Valium  directly  IV.  it 
may  be  injected  slowly  through  the  infusion  tubing  as  dose  as  possible  to  the 
vein  insertion 

Administer  with  extreme  care  to  elderly,  very  ill,  those  with  limited  pulmonary 
reserve  because  of  possibility  of  apnea  and/or  cardiac  arrest;  concomitant  use 
of  barbiturates,  alcohol  or  other  CNS  depressants  increases  depression  with 
increased  risk  of  apnea;  have  resuscitative  facilities  available  When  used  w ith 
narcotic  analgesic  eliminate  or  reduce  narcotic  dosage  at  least  1/3,  administer  in 
small  increments.  Should  not  be  administered  to  patients  in  shock,  coma,  acute 
alcoholic  intoxication  with  depression  of  vital  signs. 

Has  precipitated  tonic  status  epilepticus  in  patients  treated  for  petit  mal  status  or 
petit  mal  variant  status  Not  recommended  for  OB  use. 

Efficacy/safety  not  established  in  neonates  (age  30  days  or  less);  prolonged  CNS 
depression  observed.  In  children,  give  slowly  (up  to  0.25  mg/kg  over  3 minutes) 
to  avoid  apnea  or  prolonged  somnolence;  can  be  repeated  after  15  to  30  min- 
utes. If  no  relief  after  third  administration,  appropriate  adjunctive  therapy  is 
recommended 

Precautions:  If  combined  with  other  psvchotropics  or  anticonvulsants,  carefully 
consider  individual  pharmacologic  effects  — particularly  with  known  compounds 
which  may  potentiate  action  of  diazepam,  i.e , phenothiazines,  narcotics,  barbitu- 
rates, MAO  inhibitors  and  antidepressants  Protective  measures  indicated  in 
highly  anxious  patients  with  accompanying  depression  who  may  have  suicidal 
tendencies  Observe  usual  precautions  in  impaired  hepatic  function;  avoid  accu- 
mulation in  patients  with  compromised  kidney  function.  Limit  oral  dosage  to 
smallest  effective  amount  in  elderly  and  debilitated  to  preclude  ataxia  or  overse- 
dation  (initially  2 to  2'/2  mg  once  or  twice  daily,  increasing  gradually  as  needed 
and  tolerated ) 

The  clearance  of  diazepam  and  certain  other  benzodiazepines  can  be  delayed  in 
association  with  Tagamet  (cimetidine)  administration  The  clinical  significance  of 
this  is  unclear. 

injectable  Although  promptly  controlled,  seizures  may  return;  readminister  if 
necessary;  not  recommended  for  long-term  maintenance  therapy  Laryngospasm/ 
increased  cough  reflex  are  possible  during  peroral  endoscopic  procedures;  use 
topical  anesthetic,  have  necessary  countermeasures  available  Hypotension  or 
muscular  weakness  possible,  particularly  when  used  with  narcotics,  barbiturates 
or  alcohol.  Use  lower  doses  (2  to  5 mg)  for  elderly/debilitated 
Adverse  Reactions:  Side  effects  most  commonly  reported  were  drowsiness, 
fatigue,  ataxia  Infrequently  encountered  were  confusion,  constipation,  depres- 
sion, diplopia,  dysarthria,  headache,  hypotension,  incontinence,  jaundice, 
changes  in  libido,  nausea,  changes  in  salivation,  skin  rash,  slurred  speech, 
tremor,  urinary  retention,  vertigo,  blurred  vision  Paradoxical  reactions  such  as 
acute  hvperexcited  states,  anxiety,  hallucinations,  increased  muscle  spasticity, 


insomnia,  rage,  sleep  disturbances  and  stimulation  have  been  reported;  should 
these  occur,  discontinue  drug. 

Because  of  isolated  reports  of  neutropenia  and  jaundice,  periodic  blood  counts, 
liver  function  tests  advisable  during  long-term  therapy  Minor  changes  in  EEG 
patterns,  usually  low-voltage  fast  activity,  observed  in  patients  during  and  after 
diazepam  therapy  are  of  no  known  significance 

injectable  Venous  thrombosis/phlebitis  at  injection  site,  hypoactivity,  syncope, 
bradycardia,  cardiovascular  collapse,  nystagmus,  urticaria,  hiccups,  neutropenia. 

In  peroral  endoscopic  procedures,  coughing,  depressed  respiration,  dyspnea, 
hyperventilation,  laryngospasm/pain  in  throat  or  chest  have  been  reported. 
Dosage:  Individualize  for  maximum  beneficial  effect. 

oral  Adults  Anxiety  disorders,  relief  of  symptoms  of  anxiety — Valium  ( diaze- 
pam/Roche ) tablets,  2 to  10  mg  bid  to  q.i.d.;  or  1 or  2 Val  release  capsules  (15  to 
30  mg)  daily  Acute  alcohol  withdrawal — tablets.  10  mg  t.i.d.  or  q.i.d.  in  first 
24  hours,  then  5 mg  t.i.d.  or  q i.d.  as  needed;  or  2 capsules  (30  mg)  the  first 
24  hours,  then  1 capsule  (15  mg)  daily  as  needed  Adjunctively  in  skeletal  muscle 
spasm — tablets.  2 to  10  mg  t.i.d.  or  q.i.d.;  or  1 or  2 capsules  (15  to  30  mg)  once 
daily  Adjunctively  in  convulsive  disorders — tablets,  2 to  10  mg  b i d.  to  q.i.d.;  or 
1 or  2 capsules  ( 15  to  30  mg)  once  daily. 

Geriatric  or  debilitated  patients  Tablets — 2 to  2 Vi  mg  1 or  2 times  daily  initially, 
increasing  as  needed  and  tolerated  (see  Precautions  ) Capsules — 1 capsule 
(15  mg)  daily  when  5 mg  oral  \ftlium  has  been  determined  as  the  optimal  daily 
dose. 

Children  Tablets — 1 to  2'A  mg  t.i.d.  or  q.i.d.  initially,  increasing  as  needed  and 
tolerated  (not  for  use  in  children  under  6 months)  Capsules — 1 capsule  (15  mg) 
daily  when  5 mg  oral  Valium  has  been  determined  as  the  optimal  daily  dose  (not 
for  use  in  children  under  6 months ) 

injectable  Usual  initial  dose  in  older  children  and  adults  is  2 to  20  mg  I.M.  or  I V, 
depending  on  indication  and  severity.  Larger  doses  may  be  required  in  some 
conditions  (tetanus).  In  acute  conditions  injection  may  be  repeated  within 
1 hour,  although  interval  of  3 to  4 hours  is  usually  satisfactory.  Lower  doses 
(usually  2 to  5 mg)  with  slow  dosage  increase  for  elderly  or  debilitated  patients 
and  when  sedative  drugs  are  added  (See  Warnings  and  Adverse  Reactions.) 

For  dosages  in  infants  and  children  see  below;  have  resuscitative  facilities 
available 

I.M.  use:  by  deep  injection  into  the  muscle 

I V use:  inject  slowly,  take  at  least  one  minute  for  each  5 mg  (1  ml)  given  Do 
not  use  small  veins,  i.e  , dorsum  of  hand  or  wrist.  Use  extreme  care  to  avoid 
intra-arterial  administration  or  extrai'asation  Do  not  mix  or  dilute  Valium 
with  other  solutions  or  drugs  in  syringe  or  infusion  flask  If  it  is  not  feasible 
to  administer  Valium  directly  I V.  it  may  be  injected  slowly  through  the 
infusion  tubing  as  close  as  possible  to  the  vein  insertion 
Moderate  anxiety  disorders  and  symptoms  of  anxiety,  2 to  5 mg  I.M.  or  I V,  and 
severe  anxiety  disorders  and  symptoms  of  anxiety,  5 to  10  mg  I.M.  or  I V,  repeat 
in  3 to  4 hours  if  necessary;  acute  alcohol  withdrawal,  10  mg  I.M.  or  I V initially, 
then  5 to  10  mg  in  3 to  4 hours  if  necessary.  Muscle  spasm,  in  adults.  5 to  10  mg 
I.M.  or  I V initially,  then  5 to  10  mg  in  3 to  4 hours  if  necessary  (tetanus  may 
require  larger  doses),  in  children  administer  I V slowly ; for  tetanus  in  infants 
over  30  days  of  age,  1 to  2 mg  I.M.  or  I V,  repeat  every  3 to  4 hours  if  necessary, 
in  children  5 years  or  older,  5 to  10  mg  repeated  every  3 to  4 hours  as  needed. 
Respiratory  assistance  should  be  available 

Status  epilepticus,  severe  recurrent  convulsive  seizures  (IV  route  preferred), 

5 to  10  mg  adult  dose  administered  slowly,  repeat  at  10-  to  15-minute  intervals  up 
to  30  mg  maximum  Repeat  in  2 to  4 hours  if  necessary,  keeping  in  mind  possi- 
bility of  residual  active  metabolites.  Use  caution  in  presence  of  chronic  lung 
disease  or  unstable  cardiovascular  status.  Infants  (over  30  days)  and  children 
(under  5 years),  0.2  to  0.5  mg  slowly  every  2 to  5 min  , up  to  5 mg  (IV  pre- 
ferred). Children  5 years  plus,  1 mg  every  2 to  5 min  , up  to  10  mg  (slow  I V 
preferred),  repeat  in  2 to  4 hours  if  needed  EEG  monitoring  may  be  helpful 
In  endoscopic  procedures,  titrate  I V dosage  to  desired  sedative  response,  gener- 
ally 10  mg  or  less  but  up  to  20  mg  ( if  narcotics  are  omitted)  immediately  prior  to 
procedure;  if  I V cannot  be  used,  5 to  10  mg  I.M.  approximately  30  minutes  prior 
to  procedure  As  preoperative  medication,  10  mg  I.M.;  in  cardioversion,  5 to 
15  mg  I.V  within  5 to  10  minutes  prior  to  procedure.  Once  acute  symptomatology 
has  been  properly  controlled  with  injectable  form,  patient  may  be  placed  on 
oral  form  if  further  treatment  is  required 

Management  of  Overdosage:  Manifestations  include  somnolence,  confusion, 
coma,  diminished  reflexes.  Monitor  respiration,  pulse,  blood  pressure;  employ 
general  supportive  measures,  IV  fluids,  adequate  airway.  Use  levarterenol  or 
metaraminol  for  hypotension  Dialysis  is  of  limited  value 

How  Supplied: 

oral  Valium  scored  tablets — 2 mg.  white;  5 mg,  yellow;  10  mg,  blue — bottles  of 
100  and  500;  Prescription  Paks  of  50,  available  in  trays  of  10;  Tel-E-Dose®  pack- 
ages of  100,  available  in  trays  of  reverse-numbered  boxes  of  25  and  in  boxes 
containing  10  strips  of  10. 

Valrelease  (diazepam/Roche)  slow  release  capsules — 15  mg  (yellow  and  blue), 
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La  Contribución  del  Dr.  Ramón  M.  Suárez 
a la  Electrocardiografía 

José  M.  Torres-Gómez,  M.D. 


Si  bien  es  verdad  que  el  Dr.  Suárez  no  tuvo  que  ver  con 
el  inicio  de  la  electrocardiografía  en  Puerto  Rico, 
también  es  verdad  que  fue  él,  el  médico  mayormente  respon- 
sable de  su  desarrollo,  divulgación  y madurez.  Veamos. 

Entiendo  que  el  primer  escrito  sobre  la  electrocardiogra- 
fía por  un  autor  puertorriqueño  es  un  artículo  del  Dr.  Ramón 
Ruiz  Arnau  titulado  “Notas  de  Electrocardiografía”.  Este 
fue  publicado  en  1912,  en  el  Tomo  I de  los  “Anales  Médicos” 
(Tomo  único),  copia  del  cual  obra  en  mi  poder.1 

También  sabemos  que  el  Dr.  Manuel  de  la  Pila  Iglesias 
trajo  el  primer  electrocardiógrafo  a la  isla  en  el  año  1922. 2 
Demás  está  decir  que  los  conocimientos  que  se  tenían  de  la 
electrocardiografía  para  aquel  entonces  eran  prístinos.  De 
hecho,  el  primer  trabajo  que  se  publicó  en  Puerto  Rico  valién- 
dose de  esa  máquina  fue  en  el  año  1925  y se  publicó  en  nuestro 
Boletín.  El  Dr.  Enrique  Vallecillo  lo  escribió,  y en  él,  hábil- 
mente clasificó  203  casos  de  arritmias.3 

En  el  1928,  el  Dr.  J.L.  Montalvo  Guenard  publicó  en  un 
Boletín  que  se  editaba  en  la  Clínica  del  Dr.  Pila  (Ponce),  el 
artículo  “El  Electrocardiograma  en  el  Predominio  Ventricu- 
lar”. Creo  que  ésta  es  la  primera  publicación  donde  un 
médico  puertorriqueño  intenta  distinguir  entre  las  hipertro- 
fias y las  “preponderancias”  ventriculares.4 

En  1933,  aparece  en  escena  nuestro  primer  cardiólogo,  el 
Dr.  Antonio  Fernós  Isern,  debidamente  entrenado  en  la  espe- 
cialidad incluyendo  estudios  avanzados  en  la  electrocardio- 
grafía. En  los  años  1935,  ’36  y ’37,  el  Dr.  Fernós  publicó 
artículos  en  nuestro  Boletín  comentando  interpretaciones 
electrocardiográficas.5'7  Estos  fueron  seguidos  por  publica- 
ciones aisladas8  9 pero  hasta  que  el  Dr.  Suárez  fue  nombrado 
jefe  del  Departamento  de  Medicina  Tropical  en  1940,  no  se  le 
había  dado  a la  electrocardiografía  un  impulso  potente,  tenaz 
y progresista,  a la  vez  que  científico. 

Aunque  tan  temprano  como  en  1936,  el  Dr.  Suárez  parti- 
cipó en  la  publicación  de  dos  artículos  que  trataban  de  cardio- 
logía,10 11  no  fue  hasta  su  designación  en  el  Instituto  de 
Medicina  Tropical  que  realmente  se  dedicó  a esa  especiali- 
dad. Con  ese  fin,  viajó  a los  Estados  Unidos,  Méjico  y Europa 
donde  gradualmente  adquirió  conocimientos  avanzados  en 
la  electrocardiografía.  Seguidamente  compró  dos  electrocar- 
diógrafos para  el  hospital:  uno  portátil  y el  otro  para  un  sitio 
fijo,  ambos  fabricados  por  la  casa  Cambridge.  En  la  década 
de  1940,  el  Dr.  Suárez  interpretó  unos  5,000  ECGs  que  se 
tomaron  con  estos  aparatos.2 

En  relación  con  este  tema,  nos  cuenta  el  Dr.  Federico 
Hernández  Morales,  director  médico  del  Hospital  en  aque- 
llos años,  que  tuvo  gran  dificultad  en  conseguir  el  filamento 
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de  cuarzo  para  las  máquinas.  Este  siempre  llegaba  roto, 
víctima  de  los  exámenes  requeridos  por-la  censura  durante  la 
guerra.  Parece  que  los  inspectores  sospechaban  que  el  hilo 
tenía  importancia  militar... 

Principia  el  Dr.  Suárez  a publicar  sus  experiencias  y se 
convierte  en  el  más  prolífico  de  los  autores  hasta  esa  fecha. 
Entre  sus  trabajos  sobre  la  electrocardiografía,  por  mencio- 
nar algunos,  se  encuentran  las  publicaciones  del  primer  caso  del 
síndrome  Wolff-Parkinson- White  en  Puerto  Rico12  los  prime- 
ros casos  llamados  bloqueos  de  rama,13  14  los  cambios  en  la 
onda  T observados  en  individuos  sanos  de  distintas  edades,15 
y varios  estudios  electrocardiográficos  en  la  población  puer- 
torriqueña que  establecieron  las  normas  en  nuestro  país  y que 
evidenciaron  un  gran  progreso  en  nuestros  conocimientos  de 
este  método  de  diagnóstico.16'  17'  18 

En  1948,  junto  con  otros  colaboradores,  da  la  voz  de 
alerta  en  cuanto  a cambios  electrocardiográficos  producidos 
por  la  Antiomalina  durante  el  tratamiento  de  la  Esquistoso- 
miasis.19  En  el  1952,  comenta  sobre  el  significado  del  desvio 
del  eje  eléctrico  del  corazón  hacia  la  izquierda  en  los  casos  de 
enfermedad  congénita  con  cianosis.20  En  1961,  describe  los 
cambios  electrocardiográficos  que  se  encuentran  en  nuestra 
población  de  edad  avanzada21  y en  1964,  escribe  sobre  los 
cambios  que  se  observan  en  el  paciente  que  recibe  anestesia 
general.22  La  importancia  de  estos  artículos  no  emana  sólo  de 
los  mensajes  que  transmiten,  todavía  aplicables,  sino  también 
de  que  son  primiciales  en  nuestra  literatura  médica. 

El  siguiente  es  un  dato  anecdótico.  En  1944,  para  poder 
contar  con  una  “central  terminal”  de  repuesto,  logró  que  un 
amigo  le  trajera  una  del  Instituto  Nacional  de  Cardiología  ce 
México,  no  sin  antes  éste  haber  mostrado  cierto  grado  de 
incredulidad,  pues  de  primera  intención  pensó  que  se  trataba 
de  transportar  una  estación  de  trenes  como  la  del  “New  York 
Central  Terminal”.  Se  trataba,  en  su  vez,  de  un  aditamento 
que  al  adaptarse  a los  antiguos  electrocardiógrafos  y seguirse 
la  escuela  de  Frank  N.  Wilson,  coloso  norteamericano  de  la 
electrocardiografía,  se  podían  tomar,  por  vez  primera,  las 
doce  derivaciones  que  hoy  se  consideran  de  rutina.  Es  posible 
que  la  importancia  que  esto  conllevó  entonces  no  la  aquilate- 
mos con  justicia  hoy  ya  que  nos  es  tan  fácil  en  los  aparatos 
modernos  utilizar  estas  derivaciones  con  sólo  mover  una 
manecilla. 

El  Dr.  Suárez  nunca  guardaba  para  sí  sus  conocimientos; 
siempre  los  compartía  con  sus  colegas.  Incluyo  en  ellos  los 
adquiridos  en  el  campo  de  la  electrocardiografía.  En  el  año 
1947,  reconociendo  que  el  médico  joven  que  regresaba  a su 
país  después  de  haber  servido  en  las  fuerzas  armadas  durante 
la  Segunda  Guerra  Mundial  ha  debido  olvidar  algo  de  lo  que 
estudió,  el  Dr.  Suárez,  organizó,  dirigió  y participó  en  unos 
cursos  de  repaso  que  se  llevaron  a cabo  en  la  Asociación 
Médica  de  Puerto  Rico  y que  atrajeron  una  audiencia  nume- 
rosa. Todavía  yo  conservo  apuntes  de  las  conferencias  que  él 
dictó  sobre  la  electrocardiografía. 
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La  semilla  de  la  electrocardiografía  en  Puerto  Rico  no  la 
sembró  el  Dr.  Suárez,  pero  el  crecimiento  de  la  planta  hasta 
convertirse  en  un  árbol  recio,  saludable  y frondoso,  es  pro- 
ducto del  cuido  ofrecido  por  el  Dr.  Ramón  M.  Suárez  Calde- 
rón a través  de  sus  escritos,  su  enseñanza  y su  ejemplo. 
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Observaciones  Sobre  la  Contribución  del 
Dr.  Ramón  M.  Suárez  al  Reconocimiento  de 
la  Cardiopatía  Reumática  en  el  T rópico 

Mario  R.  García  Palmieri,  M.D. 


Las  revistas  científicas  y los  libros  de  texto  de  Cardio- 
logía en  los  comienzos  del  Siglo  XX  hacían  énfasis  en  el 
hecho  que  la  fiebre  reumática,  y por  lo  tanto  la  cardiopatía 
reumática,  existía  en  los  países  ubicados  geográficamente  en 
zonas  templadas  y estaba  ausente  en  las  áreas  tropicales. 

Cuando  los  estudiantes  de  medicina  acudían  a sus  respec- 
tivas escuelas,  recibían  la  información  anteriormente  mencio- 
nada. Lógicamente  al  graduarse  y trasladarse  a sus  áreas  de 
origen,  estaban  sujetos  a diagnosticar  las  enfermedades  que 
su  maestros  les  habían  enseñado  que  estarían  presentes  en  sus 
países  y a ignorar  las  supuestamente  ausentes.  Quizás  esto 
sea,  por  lo  menos  en  parte,  responsable  de  que  la  literatura 
médica  puertorriqueña  del  1900  al  1930,  se  caracteriza  por, 
prácticamente,  una  ausencia  de  publicaciones  donde  se 
reclame  la  presencia  de  la  enfermedad  reumática  del  corazón 
en  Puerto  Rico. 

En  el  1936* 1  el  Dr.  Ramón  M.  Suárez,  junto  al  Dr.  C.E. 
Muñoz  McCormick,  en  una  publicación  en  nuestro  Boletín, 
informa  un  paciente  con  enfermedad  concurrente  de  la  vál- 
vula aórtica  y de  la  válvula  mitral  y se  pregunta  el  doctor 
Suárez  si  estaba  confrontándose  con  un  paciente  con  enfer- 
medad sifilítica  del  corazón  y si  tenía  enfermedad  reumática. 
En  vista  de  que  el  paciente  tiene  unas  pruebas  de  Wasser- 
mann  y de  Kahn  positivas,  él  se  inclina  al  diagnóstico  de 
enfermedad  sifilítica  del  corazón.  Sin  embargo,  nos  dice  el 
doctor  Suárez  “Nos  hubiera  parecido  más  interesante  si 
hubiésemos  tenido  la  suerte  de  demostrar  un  caso  reumático 
del  corazón  pero  no  hemos  encontrado  ninguno  durante  los 
últimos  meses.  Estamos  convencidos  de  que  esta  enfermedad 
es  relativamente  rara  en  Puerto  Rico.  Clínicamente  encontra- 
mos muchos  menos  casos  de  los  que  deberíamos  encontrar,  si 
nos  basásemos  en  la  aparente  incidencia  anatomopatológica. 
En  las  primeras  700  autopsias  practicadas  en  la  Escuela  de 
Medicina  Tropical  de  Puerto  Rico  se  han  encontrado  lesiones 
de  enfermedad  reumática  del  corazón  en  un  2.5  por  ciento. 
Esta  cifra  es  más  alta  que  la  informada  en  estudios  similares 
en  Baltimore  (1.6  por  ciento)”.  Añade  en  la  misma  publica- 
ción “No  hace  muchos  años  dudábamos  que  existiera  la 
fiebre  reumática  aguda  en  Puerto  Rico  hasta  que  el  primer 
caso  típico  de  lesión  cardíaca  fue  encontrado  post  mortem 
por  el  doctor  Koppisch,  Patólogo  de  nuestra  Escuela  de 
Medicina  Tropical”.  Aunque  en  esa  época  el  doctor  Suárez 
no  encuentra  un  grupo  numeroso  de  pacientes  con  cardiopa- 
tía reumática  desde  el  punto  de  vista  clínico,  al  expresarse 
sobre  el  tema  ya  insinúa  la  preocupación  que  gravita  sobre  él 
en  relación  a esta  enfermedad  en  Puerto  Rico  y trae  ante  la 
atención  de  la  clase  médica  del  país  que  ha  habido  la  confir- 
mación patológica  de  la  presencia  de  la  carditis  reumática  en 
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nuestra  isla. 

El  doctor  Suárez,  con  su  mente  inquieta  está  siempre 
atento  a analizar  sus  observaciones.  Decide,  en  el  1938,  al 
explorar  el  tema  de  sífilis  cardiovascular  en  Puerto  Rico, 
revisar  la  distribución  de  pacientes  con  enfermedades  cardio- 
vasculares que  ingresaron  al  Hospital  Mimiya  o que  asistie- 
ron a la  Clínica  Cardiológica,  adscrita  al  hospital.2  Durante  ese 
período  se  hospitalizaron  en  la  Clínica  Mimiya  38  pacientes  con 
enfermedades  cardiovasculares  y se  atendieron  1 17  enfermos  en 
la  Clínica  Cardiológica  haciendo  un  total  de  155  pacientes.  De 
éstos,  25  eran  reumáticos  teniendo  nosotros  por  primera  vez  una 
visión  más  clara  desde  el  punto  de  vista  clínico  de  la  presencia 
de  esta  enfermedad  en  nuestra  isla.  Al  hablar  sobre  la  presen- 
tación de  sus  datos,  el  doctor  Suárez  se  ajusta  al  rigor  cientí- 
fico que  lo  caracterizó  y nos  dice:  “Nos  limitamos  a presentar 
a vuestra  consideración  un  análisis  de  los  casos  de  enfermeda- 
des cardiovasculares  estudiados  por  nosotros  durante  el 
pasado  año  1938.  El  número  es  muy  pequeño  para  poder 
llegar  a conclusiones  definitivas  pero  puede  servir  de  base 
para  estudios  sobre  una  casuística  más  extensa  para  futuras 
comparaciones”.  En  una  nota  al  calce  de  dicha  publicación, 
nos  escribe  el  doctor  Suárez:  “Después  de  haber  escrito  este 
trabajo  recibí  la  siguiente  información  personal  del  Dr.  Kop- 
pisch, patólogo  de  la  Escuela  de  Medicina  Tropical:  “En  un 
análisis  de  111  casos  de  muerte  por  enfermedad  cardíaca  o 
vascular  entre  1000  autopsias  consecutivas  practicadas  en 
Puerto  Rico,  se  encontraron  29  casos  (26.1%)  de  sífilis,  20 
(18%)  arterioscleró ticos,  16  (14.4%)  reumatismo  poliarticular 
agudo,  10(9%)  arteriolar  generalizada,  5(4.5%)  de  enferme- 
dad cardíaca  congénita,  etc.”. 

A nuestro  mejor  criterio,  las  publicaciones  anteriormente 
mencionadas  en  nuestro  Boletín  ofrecieron  la  información 
clara  y los  datos  precisos  para  que  los  médicos  puertorrique- 
ños estuvieran  conscientes  de  que  la  enfermedad  reumática 
del  corazón  ocurría  en  nuestra  isla. 

El  Boletín  de  nuestra  Asociación  Médica  en  esa  época  no 
tenía  gran  divulgación  internacional  y la  creencia  de  que  la 
fiebre  reumática  no  existía  en  el  trópico  aún  perneaba  en  la 
literatura  mundial  y prácticamente  todos  los  libros  de  texto 
de  Cardiología  de  esa  época  insistían  en  la  ausencia  de  la 
enfermedad  en  el  trópico.  La  situación  se  vuelve  más  com- 
pleja ya  que  Coburn,3  quien  relacionó  la  infección  del  estrep- 
tococo beta  hemolítico  con  el  desarrollo  de  la  fiebre 
reumática,  envía  10  jóvenes  con  fiebre  reumática  aguda  de 
New  York  a San  Juan.  Dichos  jóvenes  son  atendidos  primor- 
dialmente con  reposo  en  cama  y mejoran  de  su  condición. 
Basado  en  este  hecho,  Coburn  reclama  que  la  fiebre  reumá- 
tica no  ocurre  en  el  trópico  y reclama,  además,  que  una  forma 
de  afrontar  el  problema  de  pacientes  con  fiebre  reumática 
aguda  en  países  templados  es  desplazarlos  transitoriamente  a 
áreas  tropicales  como  él  había  hecho  con  los  jóvenes  envia- 
dos a Puerto  Rico.  La  influencia  del  nombre  de  Coburn 
consolida  ante  el  mundo  la  versión  equivocada  anterior- 
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mente  mencionada. 

Aparentemente,  la  historia  había  predestinado  a que  el 
doctor  Suárez  ayudara  a esclarecer  que  la  enfermedad  reumá- 
tica del  corazón  ocurre  en  áreas  tropicales. 

En  el  1945  aparece  en  el  “American  Heart  Journal”,4  el 
artículo  del  doctor  Suárez  sobre  la  incidencia  de  las  enferme- 
dades cardíacas  en  Puerto  Rico.  En  este  artículo,  el  doctor 
Suárez  analiza  su  experiencia  personal  con  1081  pacientes 
con  cardiopatías  y encuentra  que  el  1 7.4%  de  éstos  se  deben  a 
enfermedad  reumática  del  corazón.  Es  decir,  aparece  en  una 
revista  de  circulación  internacional  la  información  sobre  la 
presencia  de  esta  enfermedad  en  nuestra  isla  tropical.  En 
dicho  artículo,  además,  hace  referencia  el  doctor  Suárez  a 
una  autopsia  practicada  el  29  de  junio  de  1930  por  el 
doctor  Hans  Smetana  en  nuestra  Escuela  de  Medicina  Tropi- 
cal en  un  adolescente  de  15  años,  en  la  cual  se  habían  encon- 
trado cuerpos  de  Aschoff.  Menciona,  además,  el  informe  del 
Dr.  Roberto  Francisco  quien  había  encontrado  una  inciden- 
cia de  32%  de  casos  reumáticos  en  1 25  cardiópatas  del  Hospi- 
tal de  Distrito  de  Arecibo.  Como  científico  al  fin,  vuelve  a 
reunirse  con  el  doctor  Koppisch,  quien  le  informa  que  de  128 
autopsias  adscritas  a muertes  cardiovasculares  en  1259 
autopsias  consecutivas  hechas  por  él  hasta  el  1944,  26,  es 
decir  el  20%,  tenían  enfermedad  reumática.  Con  el  visto 
bueno  del  doctor  Koppisch  y dándole  crédito  al  ilustre  pató- 
logo, publica  en  dicho  artículo,  el  doctor  Suárez,  las  cifras  de 
las  diferentes  cardiopatías  en  autopsia;  hecho  afortunado,  ya 
que  el  doctor  Koppisch  nunca  publicó  estos  hallazgos  y pudie- 
ron haber  pasado  inadvertidos  ante  la  profesión  médica  y la 
historia  de  la  cardiología  puertorriqueña.  Hace  referencia  a 
los  estudios  de  Pomales-Lebrón  sobre  el  estreptococo  beta 
hemolítico  en  nuestro  país5  ya  que  es  relevante  a la  etiología  de 
la  fiebre  reumática. 

Aprovecha,  además,  la  ocasión  el  doctor  Suárez  para 
citar  las  publicaciones  más  o menos  concurrentes  de  Cossio, 
en  Argentina,6  Chávez,  en  México7  y García  Carrillo,  en 
Costa  Rica8  sobre  la  enfermedad  reumática  en  las  áreas  tropi- 
cales o en  las  áreas  subtropicales  de  sus  países.  Creemos  que 
esta  publicación  del  doctor  Suárez,  junto  a la  publicación  del 
Dr.  Roberto  Francisco9  en  “Clinics”  en  el  1946,  facilitaron  el 
esclarecimiento  a nivel  internacional  del  hecho  de  la  presen- 
cia de  la  cardiopatía  reumática  en  áreas  tropicales.  Todavía 
en  el  libro  de  Friedberg,  en  segunda  edición  en  el  1956, 10  men- 
ciona que  hay  publicaciones  sobre  la  existencia  de  la  enferme- 
dad reumática  del  corazón  en  el  trópico  pero  sólo  presenta  el 
tema  sin  su  endoso  total  a este  hecho. 

El  interés  del  doctor  Suárez  por  la  fiebre  reumática  y la 
enfermedad  reumática  del  corazón  no  solamente  se  circuns- 
cribe a identificar  su  presencia  en  nuestra  Isla  y establecer  su 
participación  relativa  entre  las  cardiopatías  en  nuestro  país. 
Años  más  tarde,  en  el  1954 1 1 , llevó  a cabo  un  estudio  sobre  el 
uso  del  balistocardiograma  en  la  enfermedad  reumática  del 
corazón.  Como  cuestión  de  hecho,  fue  el  doctor  Suárez  el 
médico  puertorriqueño  que  se  caracterizó  por  llevar  a cabo 
estudios  en  el  área  de  la  balistocardiografía. 

En  el  195512  publica  el  doctor  Suárez,  en  nuestro  Boletín, 
una  revisión  completa  de  los  métodos  accesibles  en  la  época 
para  la  determinación  de  la  actividad  en  la  fiebre  reumática  y 
en  la  enfermedad  reumática  del  corazón  y su  utilidad  para  el 
médico  en  su  práctica.  Un  año  más  tarde13  publica  una  revi- 
sión sobre  diferentes  casos  de  enfermedades  del  colágeno  y 
ubica  la  fiebre  reumática  entre  éstas  según  los  conceptos 
existentes  y aún  aceptados. 


En  julio  de  1958  presenta  ante  la  Sociedad  Urológica  de 
Puerto  Rico  una  ponencia  sobre  los  problemas  cardiovascu- 
lares en  cirugía  geriátrica  el  cual  es  publicado  ese  año  en  el 
Boletín.14  En  esa  ocasión  se  expresa  “El  joven  cardiópata 
reumático  inactivo  y bien  compensado  tolera  los  procedi- 
mientos quirúrgicos  casi  tan  bien  como  la  persona  normal.  El 
paciente  reumático  de  edad  avanzada  debido  a la  aterosclero- 
sis  coronaria  concurrente  que  compromete  el  flujo  coronario 
requerido  para  mantener  compensado  a un  corazón  grande, 
es  un  riesgo  quirúrgico  grave.”  (traducción  nuestra).  Aprove- 
chamos para  reconocer  que  otra  área  donde  el  doctor  Suárez 
fue  pionero  en  nuestro  país,  fue  en  su  demostrado  interés  y 
estudio  de  la  geriatría,  sobre  lo  cual  se  podría  escribir  un 
capítulo  aparte. 

Se  puede  notar,  además,  que  la  obra  del  doctor  Suárez  en 
el  campo  de  la  cardiopatía  reumática  ayudó  a sentar  las  bases 
para  que  otros  médicos  puertorriqueños  persiguieran  este 
mismo  tema.  Otros  autores  locales  en  el  1962  publicaron  su 
experiencia  con  la  fiebre  reumática  y enfermedad  reumática 
del  corazón  en  Puerto  Rico5  incluyendo  un  editorial  sobre  el 
tema  en  una  revista  de  circulación  internacional.16  Obvia- 
mente, estos  trabajos  y los  subsiguientes,  donde  diferentes 
autores  locales  presentan  las  experiencias  clínicas  y patológi- 
cas en  el  Hospital  de  Distrito  de  Ponce17  en  1963,  en  el 
Hospital  de  la  Capital18  en  1964,  en  la  Casa  de  Convalecientes 
de  Guaynabo19  en  1965,  yen  la  Sección  de  Cardiología  Pediá- 
trica del  Hospital  Universitario19"21  y otras22  han  reforzado 
nuestro  conocimiento  sobre  esta  enfermedad  en  Puerto  Rico. 
Esto  no  hubiese  sido  posible  sin  la  semilla  sembrada  por  la 
mente  inquieta  de  nuestro  coloso  intelectual,  doctor  Suárez. 

No  se  nos  escapa  que  el  doctor  Suárez  publicó  sobre  el 
tema  de  fiebre  reumática  y cardiopatía  reumática  en  los  años 
1939,  1945,  1955,  1956  y 1958,  lo  cual  es  un  reflejo  de  22  años 
de  contribución  al  entendimiento  de  esta  enfermedad  desde 
diferentes  puntos  de  vista  con  especial  interés  en  sus  connota- 
ciones para  Puerto  Rico  y el  Trópico. 

Resumiendo  podemos  decir,  libre  de  toda  duda,  que  sus 
observaciones  ayudaron  a crear  conciencia  en  la  clase  médica 
de  nuestro  país  de  la  presencia  de  la  enfermedad  reumática  del 
corazón  en  nuestra  isla,  que  ayudó  a difundir  no  solamente  sus 
hallazgos,  sino  los  de  otros  investigadores  locales  y que  su 
publicación  en  revistas  de  circulación  internacional  contri- 
buyó a esclarecer  la  presencia  de  dicha  enfermedad  en  países 
tropicales.  Le  dió  crédito  a todos  los  compañeros  que,  a su 
mejor  conocimiento,  habían  contribuido  al  conocimiento  de 
esta  enfermedad.  Es  un  honor  para  nosotros  el  darle  crédito  a 
él  por  lo  mucho  que  hizo  en  ésta,  al  igual  que  en  muchas  otras 
áreas  de  la  medicina  y la  cardiología,  en  Puerto  Rico. 
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TWX  710  670  0586 


Danlal  D.  Federman,  MD,  FACP 

President 


25  Shattuck  Street 
Boston,  MA  02115 


April  1,  1983 


Dr.  Jose  M.  Torres-Gomez 
Dr.  Mario  Garcia-Palmieri 
University  of  Puerto  Rico 
Medical  Sciences  Campus 
G.P.O.  Box  5067 
San  Juan,  Puerto  Rico  00936 


Dear  Dr s . Torres-Gomez  and  Garcia-Palmieri, 

It  is  a great  pleasure  for  me  on  behalf  of  the 
American  College  of  Physicians  to  extend  our  good  wishes 
on  the  publication  of  a tribute  to  Dr.  Ramon  M.  Suarez,  Sr. 

In  brief.  Dr.  Suarez'  career  and  personal  example  provided 
an  invaluable  link  between  Puerto  Rico  and  the  American 
College  of  Physicians. 

Dr.  Suarez  was  appointed  a Fellow  of  the  American 
College  of  Physicians  in  1934  and  served  as  Governor 
for  Puerto  Rico  from  1935  through  1948.  In  this  capacity, 
he  personally  championed  the  development  of  internal 
medicine  in  Puerto  Rico  and  stimulated  other  young 
internists  to  participate  in  College  activities.  This 
contributed  to  an  expansion  of  accredited  residency 
trainings  in  internal  medicine  and  to  the  growth  of  our 
discipline  in  Puerto  Rico. 

In  the  ACP  Bulletin  for  1968,  Dr.  Suarez  is  referred 
to  as  "...  leader  of  two  generations  of  Puerto  Rican 
physicians  and  considered  the  most  accomplished  physician 
on  the  island." 

In  1968,  Dr.  Suarez  was  made  a Master  and  the  citation 
was  recorded  as  follows:  "Born  in  Puerto  Rico,  and  educated 
at  the  Medical  College  of  Virginia,  Dr.  Suarez  has  provided 
throughout  his  career,  leadership  in  science,  teaching  and 
medical  care  in  his  native  land.  In  this  role,  he  has 
served  in  many  capacities,  and  is  Professor  of  Clinical 
and  Experimental  Medicine  of  the  School  of  Medicine  of 
Puerto  Rico.  He  has  held  the  offices  of  Governor  and  Vice- 
President  of  the  American  College  of  Physicians  with  distinction. 
The  Board  of  Regents  is  pleased  to  bestow  upon  him  the  title 
of  Master  of  the  American  College  of  Physicians." 

It  is  readily  evident  that  Dr.  Suarez  made  an 
exceptional  contribution  to  the  development  of  internal 
medicine  in  Puerto  Rico  and  to  the  College  of 
Physicians.  It  is  a privilege  for  me  to  acknowledge 
his  career  and  to  convey  the  greetings  of  the  American 
College  of  Physicians  to  your  project. 


Sincerely 


Daniel  D.  Federman,  M.D. 


DDF/ asp 
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THOMAS  C.  DICKINSON.  M.D. 

PAUL  A.  EBERT,  M.D. 

ROBERT  S.  ELIOT,  M.D. 

GOTTLIEB  C.  FRIESINGER,  II,  M.D. 
B.  LEONARD  HOLMAN,  M.D. 

J.  O'NEAL  HUMPHRIES.  M.D. 
FRANCIS  J.  KLOCKE,  M.D. 
SUZANNE  B.  KNOEBEL,  M.D. 

JAMES  J.  LEONARD,  M.D. 

DWIGHT  C.  McGOON,  M.D 
DAN  G.  McNAMARA.  M.D. 

ALBERT  J.  MILLER,  M.D. 

CHARLES  B.  MULLINS,  M.D. 
DONALD  C.  OVERY,  M.D. 

WILLIAM  W.  PARMLEY,  M.D. 
VICTOR  PARSONNET,’  M.D. 

JOHN  H.  PHILLIPS,  M.D. 

CHARLES  E.  RACKLEY,  M.D. 

JACK  P.  SEGAL,  M.D. 

BORYS  SURAWICZ,  M.D. 

JOHN  H.  K.  VOGEL,  M.D. 

AUGUST  M.  WATANABE,  M.D. 

WALT  F.  WEAVER,  M.D. 

ARNOLD  M.  WEISSLER,  M.D. 

JOHN  F.  WILLIAMS,  JR.,  M.D. 
WILLIAM  L.  WINTERS,  JR.,  M.D. 


Dear  Drs.  Garcia-Palmieri  and  Torres-Gomez: 


It  was  with  great  sadness  that  our  College  learned 
of  the  death  last  December  of  our  friend  and  colleague. 
Dr.  Ramon  M.  Suarez,  Sr. 

Fellowship  in  the  College  was  conferred  upon  Dr. 

Suarez  in  1952.  Following  that  date,  Dr.  Suarez 
served  as  the  catalyst  to  enlist  many  other  Puerto 
Rican  physicians  in  the  ranks  of  our  College.  He 
served  with  distinction  as  ACC  Governor  for  Puerto 
Rico  from  1961-1966. 


Few  physicians  achieve  the  stature  of  Dr.  Suarez. 
He  was  an  astute  clinician,  an  excellent  teacher 
and  one  who  always  had  time  for  consultation  with 
friends  and  colleagues.  The  likes  of  Dr.  Suarez 
seldom  come  our  way  and  he  will  indeed  be  missed. 


Sincerely , 

Suzanneli.  Knoebel, 
President 


M.D. , F.A.C.C. 


SBK : pt 


Executive  Director 

WILLIAM  D.  NELLIGAN,  CAE 


Deputy  Executive  Director 

WILLIAM  D.  COUGHLAN,  CAE 

Aeeociate  Executive  Director 

DONALD  J.  JABLONSKI,  CAE 
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SOCIEDAD  MEXICANA  DE  CARDIOLOGIA 

JUAN  BADIANO  NO  1 TLALPAN.  MEXICO.  D F 14080  TELS.  573  21  11 

573  23  11  ext  235 

El  Doctor  Ramón  Suárez:  El  significado  de  su  presencia  en  la 

Sociedad  Mexicana  de  Cardiología. 


Un  cardiólogo  mexicano  definiría  así  a Don  Ramón  M.  Suárez: 
hombre  culto  y fino,  caballero  y amable,  sabio  y pionero;  de  figura 
familiar  al  grupo  cardiológico  mexicano  desde  la  década  de  los  años 
40,  como  a él  se  refiriera  el  Dr.  Ignacio  Chávez  Rivera  en  su  nota 
necrológica  en  marzo  de  1982,  volumen  52  de  Archivos  del  Instituto 
de  Cardiología  de  México. 

Don  Ramón  Suárez  fué  nombrado  Miembro  Honorario  de  la  So- 
ciedad Mexicana  de  Cardiología  precisamente  en  base  a sus  altos  mé- 
ritos en  este  campo  de  la  medicina  y a su  relación  amistosa  para  con 
el  grupo  cardiológico  mexicano.  La  aceptación  del  Dr.  Suárez  a esta 
distinción  no  se  hizo  esperar,  al  honrarnos  con  ella. 

La  figura  del  distinguido  cardiólogo  puertorriqueño  tuvo  cate- 
goría internacional,  ya  que  bien  conocida  era  su  actividad  incomparable 
para  el  progreso  de  la  Cardiología  de  su  país  y para  fundar  la  Sociedad 
Puertorriqueña  de  Cardiología.  En  el  ámbito  internacional  colaboró, 
con  su  primera  visita  a México  en  1946  al  asistir  al  II  Congreso  Inter- 
americano  de  Cardiología  para  la  creación  de  la  Sociedad  Interameri- 
cana  de  Cardiología.  Su  amabilidad  y los  atributos  ya  mencionados 
lo  hicieron  ganador  del  afecto  y respeto  de  los  primeros  que  lo  cono- 
cieron mas  Intimamente,  el  ya  fuerte  y robustecido  grupo  de  médicos 
e investigadores  del  joven  y recién  creado  Instituto  Nacional  de  Cardio- 
logía de  México.  Vale  la  pena  mencionar  que  en  esta  visita  Don  Ramón 
Suárez  arraigó  firmemente  su  figura  en  los  que  entonces  lo  conocieron 
más  íntimamente:  Ignacio  Chávez,  Arturo  Rosenblueth,  Manuel  Vaquero, 
Salvador  Aceves,  Alfonso  de  Gortari,  Isaac  Costero,  Rafael  Carral, 
José  María  Rivero  Carvallo,  Armando  Cuéllar,  Luis  Méndez,  Narno 
Dorbecker,  Demetrio  Sodi  Pallares,  Enrique  Cabrera,  Felipe  Mendoza, 
y tantos  otros  que  podríamos  citar.  Tengo  la  dicha  de  contarme  entre 
los  que  lo  conocieron  posteriormente  y recibieron  en  San  Juan,  Puerto 
Rico,  el  trato  magnífico  del  fundador  y permanente  impulsor  de  la  So- 
ciedad Puertorriqueña  de  Cardiología. 

Es  obvio,  entonces,  las  relaciones  entre  nuestras  Sociedades  a 
través  de  la  figura  del  distinguido  cardiólogo  puertorriqueño.  Es  por 
lo  mencionado  y por  tantos  otros  atributos  que  la  Sociedad  Mexicana  de 
Cardiología  tuvo  el  privilegio  de  tenerlo  en  su  seno  en  la  categoría  de 
Miembro  Honorario. 


XIII  CONGRESO  NACIONAL  DE  CARDIOLOGIA 
GUADALAJARA,  JAL.-  Noviembre  13  al  17 de  1983 
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DIRECTIVA  1981-1983 

PRESIDENTE: 

Dr.  Ramón  A.  Bassa 

VICEPRESIDENTES: 

Dr.  Angel  Contreras,  M. 

Dr.  Rafael  González  de  Peña 

SECRETARIO: 

Dr.  Jacinto  Mañón  M. 

TESORERO: 

Dr.  Jacinto  Taule  M. 

VOCALES: 

Dr.  Rudyard  Corona 
Dr.  Miguel  A.  Velázquez 
Dr.  José  García  R. 

Dr.  Manuel  Calero  R. 


Sociedad  Dominicana  de  Cardiología 

Miembro  de  la  Sociedad  y Federación 
Internacional  de  Cardiología 

Miembro  de  la  Sociedad  Inter-Americana 
de  Cardiología 

Apartado  de  Correos  1 237 
Santo  Domingo,  Rep.  Dominicana 


Sres. 

Editores  de  la  edición 
Especial  en  honor  del 
Dr.  Ramón  M.  Suárez  Calderón 

Distinguidos  colegas: 

Probablemente  nunca  antes,  La  Sociedad  Dominicana  de  Cardiología  y mucho  menos  su  presidente 
actual,  habían  recibido  un  encargo  de  tanta  honra  y tanto  honor,  como  el  de  escribir  un  mensaje  en 
recordación  de  la  memoria  de  ese  Ilustre  Hombre  de  América,  quien  fue  el  Dr.  Ramón  M.  Suárez  Calderón. 

¿Qué  significado  para  la  República  Dominicana  y sobre  todo  para  la  Sociedad  Dominicana  de  Cardiolo- 
gía tuvieron  la  vida  y obra  de  Don  Moncho  Suárez?  Parte  de  las  palabras,  expresadas  por  el  Dr.  Salomón 
Jorge  en  ocasión  de  la  entrega  del  Diploma  de  Miembro  Ad-Honorem  de  nuestra  Sociedad,  en  Marzo  2 1 del 
1964  nos  ayudan  a conseguir  la  respuesta. 

“Grata  y estimuladora  es  la  oportunidad  que  en  este  momento  y en  este  sitio  estamos  viviendo.  Siempre  la 
recordaremos  como  un  precioso  bien  más  que  hemos  ganado,  por  haber  enriquecido  el  arca  valiosa  de 
nuestros  sentimientos  más  nobles  y más  elevados.  Es  que  estamos  rindiendo  homenaje  a la  inteligencia 
creadora  que  se  manifiesta  en  espléndidos  beneficios  para  el  género  humano.  Es  que  estamos  fomentando  el 
acercamiento  espiritual  entre  dos  pueblos  que  la  geografía  y la  historia  han  hermanado.  Por  eso  estamos 
rindiéndole  tributo  de  admiración  y simpatía  al  destacado  médico  puertorriqueño  Dr.  Ramón  M.  Suárez,  una 
de  las  más  notables  figuras  de  su  patria,  si  no  la  más,  en  el  campo  de  la  Cardiología. 

Y hemos  querido  rendir  este  trituo  en  una  forma  que  demuestre  a todas  luces  nuestro  profundo  deseo  de 
que  él  también  sea  de  nosotros,  en  la  jerarquía  honorífica  más  alta,  para  prestigiar  el  cuadro  social  de  nuestra 
matrícula,  que  desde  hace  algún  tiempo  lleva  en  su  haber  tan  ilustre  nombre  que  esta  noche  damos  constancia 
de  ello  con  la  entrega  del  diploma  correspondiente.” 

Después  de  tomar  en  consideración  las  cualidades  humanas  y científicas  del  homenajeado  finalizaba 
diciendo: 

“Y  este  nuevo  peregrino  de  la  ciencia  que  trae  en  su  aljaba  los  dardos  que  vencen  a los  enemigos  de  la  salud 
y en  su  alforja  el  dorado  tesoro  de  su  sapiencia,  a este  embajador  de  la  fraternidad  que  trae  las  credenciales  del 
cariño  internacional,  es  que  emocionadamente  quiero  entregarle  este  diploma.  Este  diploma  que  lo  acredita 
de  por  vida  como  nuestro  Socio  Ad-Honorem,  que  es  lo  mismo  que  decir  nuestro  compañero  de  lucha, 
nuestro  amigo  en  el  anhelo,  nuestro  hermano  en  el  afecto  y nuestra  fuente  de  inspiración  y aliento  en  el 
porvenir  de  nuestras  inquietudes”. 

Así  pensábamos  de  este  prohombre  en  1964.  Durante  casi  20  años  más,  continuó  dándonos  muestra  del 
inmenso  amor  que  sentía  por  sus  semejantes  y el  enorme  sentido  del  deber,  al  hacer  el  bien  a manos  llenas. 

Nuestra  República  Dominicana,  fue  grandemente  beneficiada  de  las  dotes  de  Médico,  maestro,  científico 
y escritor  del  Dr.  Ramón  M.  Suárez  Calderón.  Centenares,  sino  miles  de  nuestros  conciudadanos,  fueron 
manejados  magistralmente  por  este  sabio  de  la  medicina  y muchos  de  nosotros  fuimos  sus  alumnos,  directa  o 
indirectamente.  Siempre  consideró  a nuestro  país,  como  su  segunda  Patria,  y de  hecho  lo  demostró,  no  solo 
con  su  acendrado  amor,  sino  con  hechos  sobresalientes  de  su  vida,  ejemplo  de  las  cuales  fueron,  el  inicio  de  su 
carrera  en  nuestro  querido  San  Pedro  de  Macon's  y su  matrimonio  en  nuestra  Catedral  Primada. 

Descansen  en  paz,  los  restos  de  Ramón  M.  Suárez  Calderón,  después  de  una  vida  plena  de  realizaciones  en 
favor  de  toda  la  humanidad. 


Atentamente, 


Presidente 

Sociedad  Dominicana  de  Cardiología 


RAB/aj 
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Sociedad  Española  de  Cardiología 

SAGASTA.  7 - MADRID  - 4 
TELEF.  445  57  39 


Dr.  Mario  R.  García-Palmieri 

Profesor  y Jefe  Dpto.  de  Medicina 
Universidad  de  Puerto  Rico 
Recinto  Ciencias  Médicas 
G.P.O.  BOX  5067  SAN  JUAN 
PUERTO  RICO  00936 


Estimado  Dr.  García-Palmieri: 

Contesto  a su  carta  de  febrero  pasado  en  relación  al  Boletín  que  la  Aso- 
ciación Médica  de  Puerto  Rico  va  a publicar  honrando  la  memoria  del  Dr.  Suarez- 
Calderón. 

Con  fecha  18  de  octubre  de  1.974  le  fué  concedido  el  título  de  Miembro  - 
de  Honor  de  nuestra  Sociedad  en  virtud  de  sus  méritos  como  internista  y como  car 
diólogo.  Su  gran  afecto  a España  a la  que  con  tanta  frecuencia  vino  para  asistir 
a algunos  de  nuestros  Congresos  y concretamente  al  Europeo  que  se  celebró  en  1972 
le  hizó  acreedor  a nuestra  amistad  y respeto. 

Por  la  brillantez  de  su  personalidad,  su  labor  dentro  de  la  Cardiología  - 
de  su  país  y de  otros  Sociedades  tanto  del  Continente  Americano  como  Europeas,  la 
Sociedad  Española  de  Cardiología  quiere  manifestar  su  adhesión  al  homenaje  que  tan 
merecidamente  va  a realizarse  a título  po'stumo  en  memoria  del  Dr.  D.  Ramón  Suarez- 
Calderón. 

La  Sociedad  Española  de  Cardiología  se  siente  orgulloso  de  que  tan  eminen- 
te profesional  haya  sido  Miembro  de  Honor  de  la  misma. 

Muy  cordialmente  le  envía  un  saludo 


JC/sn 
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THE  AMERICAN  COLLEGE  OF  CARDIOLOGY 

and 

THE  UNIVERSITY  OF  PUERTO  RICO  SCHOOL  OF  MEDICINE 

San  Juan,  Puerto  Rico 

announce 

1984 

ADVANCES  IN  NONINVASIVE 
DIAGNOSIS  AND  THERAPY 

January  10-13,  1984 
Caribe  Hilton  International  Hotel 
San  Juan,  Puerto  Rico 

Program  Directors 

JUAN  M.  ARANDA,  M.D.,  F.A.C.C. 

JOEL  MORGANROTH,  M.D.,  F.A.C.C. 

ALFRED  F.  PARISI,  M.D.,  F.A.C.C. 

GERALD  M.  POHOST,  M.D.,  F.A.C.C. 

Faculty 


GUMERSINDO  BLANCO,  M.D. 

JEFFREY  S.  BORER,  M.D.,  F.A.C.C. 
EDGARDO  HERNANDEZ,  M.D.,  F.A.C.C. 
LEONARD  N.  HOROWITZ,  M.D.,  F.A.C.C. 


MARIELL  J.  LIKOFF,  M.D.,  F.A.C.C. 
WILLIAM  LIKOFF,  M.D.,  F.A.C.C. 
ESTEBAN  LINARES,  M.D.,  F.A.C.C. 
JOSE  MEDINA,  M.D. 


BERNARD  L.  SEGAL,  M.D.,  F.A.C.C. 


This  program  has  been  developed  so  that  the  practicing  clinician  may  evaluate  the  usefulness,  indications  and 
limitations  of  the  growing  fields  of  two-dimensional  echocardiography  and  cardiac  nuclear  imaging.  A careful 
appraisal  of  the  comparisons  and  contrasts  of  these  techniques  are  discussed  in  relationship  to  specific  clinical 
problems.  Cost  effectiveness  in  particular  clinical  settings  will  be  highlighted.  The  relationship  of  these  noninvasive 
techniques  to  invasive,  diagnostic  and  therapeutic  modalities  in  ischemic  heart  disease  and  valvular  heart  disease  will 
also  be  discussed.  Advances  in  echocardiography  and  nuclear  imaging  techniques  will  be  presented  as  well  as  the 
exciting  emerging  techniques  of  digital  subtraction  angiography  and  nuclear  magnetic  resonance.  Maximum 
audience  participation  and  faculty  interaction  will  be  fostered  by  several  panel  discussions  after  topical  presen- 
tations. We  plan  to  provide  the  participants  with  an  understanding  of  noninvasive  technology  so  that  the  technical 
aspects  of  the  diagnostic  equipment  can  be  better  understood.  A program  syllabus  is  also  planned  to  help  guide  the 
participants  through  the  program. 

The  setting  for  the  program  is  the  Caribe  Hilton  International  Hotel  located  in  the  heart  of  San  Juan,  Puerto  Rico,  a 
popular  location  for  a winter  retreat  to  the  Caribbean  Islands.  Sessions  are  planned  to  allow  the  enrollees  to  have  every 
afternoon  free  to  enjoy  the  remarkable  weather  and  sports  opportunities  available  during  January.  Early  enrollment 
and  reservations  are  advised  due  to  the  popularity  of  this  resort  and  program. 

For  registration  Information  write  to:  Registration  Secretary,  Extramural  Programs  Department,  American  College 
of  Cardiology,  9111  Old  Georgetown  Road,  Bethesda,  Maryland,  20814. 


Cartas  de  Pacientes 

LUIS  MUÑOZ  MARIN 

SAN  JUAN,  PUERTO  RICO 


27  de  octubre  de  1978 


Muy  querido  amigo: 

De  regreso  a casa,  quiero  darle  gracias  por  su  Clínica 
Mimiya.  Pacientes,  como  yo,  a quienes  no  les  gusta  alejarse 
de  la  intimidad  del  hogar  se  encuentran  en  ella  en  un  ambiente 
acogedor,  de  entendimiento  y de  afecto.  Así  fue  durante 
los  días  de  mi  enfermedad.  Con  decirle  que  cuando  regresé, 
pues  ya  no  tenía  razón  de  quedarme,  eché  de  menos  esa  segu- 
ridad que  dan  todos  ustedes  los  buenos  médicos.  Echo,  tam- 
bién, de  menos  la  simpatía  de  los  empleados,  la  buena  cocina, 
la  amabilidad  de  las  enfermeras  y de  las  Hermanitas.  Aunque 
usted  no  lo  crea,  a veces  me  dan  ganas  de  volver.  Añádale 
a todo  esto  el  que  la  autoridad  de  mi  mujer  quedó  relegada  y 
yo  más  libre  bajo  el  sabio  mando  de  usted. 

¿Cómo  lograr  que  un  hospital  sea  así?  Pienso,  Doctor, 
que  esto  es  parte  de  su  profundo  interés  por  los  seres  huma- 
nos. Yo,  que  tanto  he  bregado  con  la  salud  de  mi  pueblo, 
desearía  que  el  ambiente  que  prevalece  en  su  hospital  pudiera 
inspirar  a los  médicos  jóvenes  que  estudian  y a los  que  em- 
piezan a servir  al  país  por  todos  los  otros  hospitales. 
Permítame  felicitarle  por  este  ideal  logrado  de  estilo  sen- 
cillo, acogedor,  de  curar  y sanar  que  ustedes  practican  con 
paciencia  evangélica.  Que  su  ejemplo  se  extienda  entre 
nosotros  como  las  buenas  maneras  puertorriqueñas  de  atender 
a los  enfermos.  Por  qué  no,  mi  querido  doctor  Suárez. 

Con  mi  más  alta  estimación  y sincero  afecto  para  usted. 


Dr.  Ramón  Suárez 
Hospital  Mimiya 
Santurce,  Puerto  Rico 
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25  de  marzo  de  1967. 


Dr.  Ramón  M.  Suarez 
Hospital  Mimiya 
San tur ce , P.  R. 

Querido  amigo, 

No  puedo  dejar  pasar  un  día  más  sin  expresarle 
mi  agradecimiento  por  la  forma  tan  cordial  con  que  fui  aten- 
dido en  su  Hospital.  Todos  fueron  tan  buenos  conmigo  - y 
pude  apreciar,  no  tan  solo  la  alta  calidad  profesional  de 
esa  institución,  sino  tambián  el  calor  humano  y respeto  que 
usted,  querido  amigo,  ha  inspirado  en  el  ambiente  de  ese 
Hospital. 


Martita  y yo  le  reiteramos  en  particular  nuestro 
profundo  agradecimiento  por  sus  cuidados,  por  sus  cotidianas 
visitas  que  traían  con  su  presencia  el  regalo  de  su  conforta- 
dor aliento,  y por  el  apoyo  de  su  amistad. 

Reciban,  usted  y su  esposa,  nuestro  afecto 
y mejores  deseos. 


Le  abraza, 

✓ t<  yt? 
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Colegas  se  Expresan  Sobre  el 
Dr.  Ramón  M.  Suárez 


Hace  alrededor  de  un  cuarto  de  siglo  que  vengo  estrechamente  vinculado  al  doctor  Ramón  M. 
Suárez  por  lazos  de  amistad  íntima  y de  relaciones  profesionales.  Porque  sé  lo  que  vale,  le  admiro  y le 
venero.  Caracterizado  por  una  sencillez  exquisita,  que  como  dádiva  de  Dios  es  símbolo  inequívoco  de 
grandeza  de  espíritu  >>  de  positivo  valor,  ha  sabido  conquistar  el  éxito  en  el  hogar,  como  buen  hijo, 
como  buen  esposo  y como  buen  padre;  se  ha  captado  justificadamente  el  cariño  y respeto  de  la  sociedad 
por  sus  cualidades  ejemplares  de  ciudadanía,  y ha  sabido  destacarse  como  un  faro  luminario  en  el 
campo  de  su  profesión  por  practicar  el  arte  de  la  medicina  como  un  apostolado,  y por  desarrollar 
fructíferamente  sus  potencialiades  ilimitadas  en  el  campo  investigativo  de  la  ciencia  médica,  al 
extremo  que  traspasando  los  umbrales  territoriales  primero,  nacionales  después,  y hemisféricos  más 
adelante  ha  conquistado  para  nosotros  laureles  que  nos  enorgullecen,  nos  emocionan,  nos  adeudan  a 
él;...” 

Muñoz  Me  Cormick,  CE:  Palabras  Pronunciadas  por  el  Director  del  Homenaje.  Bol  Asoc  Med  P Rico  46:342-356,  1954 


El  Dr.  Ramón  M.  Suárez,  jibarito  de  Loíza  Aldea,  humilde  y sencillo,  se  convierte  a través  de  los 
años  en  hombre  de  ciencias,  en  líder  médico  de  su  pueblo  y abre  una  página  gloriosa  en  el  libro 
histórico  de  las  ejecutorias  de  la  clase  médica  puertorriqueña,  que  servirá  de  ejemplo  y de  estímulo  en 
los  años  venideros  a la  juventud  médica  del  porvenir. 

Costa  Mandry,  O:  Honor  a quien  Honor  Merece.  En  ocasión  de  la  exaltación  del  Dr.  Suárez  a la  vicepresidencia  del 
Colegio  Americano  de  Médicos  (American  College  of  Physicians).  Bol  Asoc  Med  P Rico  46:. 342:356,  1954 


Ramón  Suárez,  el  médico  de  familia,  el  profesor  universitario,  el  hombre  de  investigación,  es 
también  un  individuo  de  profundas  y arraigadas  convicciones  y creencias  religiosas.  En  estos  tiempos 
de  indiferentismo  religioso,  de  una  filosofía  materialista  y pragmática  de  la  vida,  particularmente 
entre  los  intelectuales  y hombres  universitarios  de  nuestros  días,  Ramón  Suárez  es  un  verdadero 
creyente,  que  no  acepta  el  mito  del  conflicto  entre  la  religión  y la  ciencia. 

Rodríguez-Molina,  R:  Palabras  pronunciadas  como  Gobernador  del  Colegio  Americano  de  Médicos  a propósito  de  la 
exaltación  del  Dr.  Ramón  M.  Suárez  a la  vicepresidencia  del  Colegio  Americano  de  Médicos.  Bol  Asoc  Med  P Rico 
46:342-356,  1954 


Su  personalidad  profesional  y ciudadana  no  tiene  tacha;  y,  como  compañero,  entre  otros  buenos 
atributos,  tiene  el  don  del  buen  trato,  especialmente  en  la  consulta,  donde  muestra  mejor  aún  la 
consideración  que  tiene  para  con  sus  iguales,  o el  más  humilde,  o el  más  joven  de  los  compañeros. 

Passalacqua,  LA:  Palabras  pronunciadas  como  Presidente  del  Capítulo  de  Puerto  Rico  del  Colegio  Americano  de 
Cirujanos.  Bol  Asoc  Med  P Rico  46:  342-356,  1954 
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Colegas  se  Expresan  Sobre  el  Dr.  Suárez 


CLINICAL  NUTRITION:  In  this  field,  still  very  little  explored  in  the  Island,  Dr.  Ramón  M. 
Suarez  and  his  collaborators  were  the  pioneers,  having  made  substantial  contributions  to  clinical 
nutrition.  During  the  early  nineteen  forties  Suárezi9  40  carried  out  a series  of  investigations  directed  to 
appraise  by  clinical  signs  and  other  tests  the  nutritional  status  of  different  groups  of  our  population. 
With  Dr.  Hazel  E.  Munsell 41  he  also  carried  out  studies  of  the  plasma  ascorbic  acid  concentration. 
These  studies  indicated  that  58%  of  the  366  representative  subjects  examined  were  on  the  severe 
deficiency  range  although  they  did  not  exhibit  any  clear-cut  signs  or  symptoms  of  scurvy. 

Later,  with  Dr.  Una  Robinson 42,  Suarez  performed  a survey  of  the  dietary  intake,  concentration  of 
nutrients  in  blood  and  urine,  and  physical  signs  of  nutritional  deficiencies  of  an  isolated  rural  group  in 
the  mountains  of  Puerto  Rico.  There  was  general  agreement  in  all  aspects  of  the  study  that  the 
nutritional  status  of  the  group  was  poor,  especially  in  relation  to  vitamin  A,  riboflavin,  niacin,  vitamin 
C,  and  calcium. 

The  pioneer  work  done  by  Suarez  and  his  collaborators 43  44  on  the  treatment  of  sprue  with  folic 
acid  and  Bn  is  so  well  known  that  it  hardly  requires  additional  mention  here. 

Asenjo,  C.F.:  Nutritional  Research  in  Puerto  rico.  Past,  Present,  and  Future.  Bol  Asoc  Med  P Rico  54:31,  1962 


El  doctor  Suárez  es  una  persona  extraordinaria,  exquisita,  de  cualidades  eminentes,  un  maestro 
nato,  un  médico  en  todo  el  sentido  del  vocablo  que  ha  brillado  por  su  virtud  y por  sus  profundos 
conocimientos.  Sin  tenerlas  oportunidades  que  hoy  en  día  tenemos  para  consolidar  los  conocimientos 
médicos  adquiridos  durante  los  años  de  la  carrera,  y a pesar  de  haber  hecho  una  gran  clientela  desde 
sus  primeros  años,  adquiere,  por  esfuerzos  propios,  un  caudal  de  conocimientos  médicos  que  con  gusto 
ha  sabido  compartir,  sin  el  más  ligero  regateo  o vanidosa  mezquindad,  con  todos  los  que  hemos  estado 
cerca  de  él. 

Hernández-Morales,  F:  Editorial  en  ocasión  de  cumplir  50  años  de  haberse  doctorado  el  Dr.  Suárez.  Bol  Asoc  Med  P Rico 
59:234-235,  1967 


Ha  sido  médico  en  el  amplio  y verdadero  sentido  del  vocablo.  Ha  reconocido  la  necesidad  de 
caminar  mano  a mano  con  la  ciencia  sin  dejar  atrás  la  fibra  humana  y el  arte  de  la  profesión.  Ha  sido 
investigador  y se  ha  cuidado  de  promover  y ser  receptivo  a lo  innovador  y finalmente,  ha  sido  y es 
ciudadano  ejemplar  y miembro  activo  de  la  comunidad  que  le  rodea. 

Nigaglioni,  A:  Palabras  pronunciadas  en  ocasión  del  homenaje  ofrecido  por  la  Facultad  Médica  del  Hospital  Ryder 
Memorial  de  Humacao  al  Dr.  Ramón  M.  Suárez,  Bol  Asoc  Med  P Rico  59:  232-233,  1967 


Cuando  se  acepte  la  Cardiología  Geriátrica  como  especialidad,  que  ha  de  ser  pronto,  habrá  que 
escribir  también  sobre  el  Dr.  Suárez  como  el  precursor  de  esa  especialidad  en  Puerto  Rico.  En  1951  ya 
señala  que  en  la  mayoría  de  los  casos,  avanzada  edad  no  es  obstáculo  para  la  cirugía  que  se  necesite 
emplear .n  En  1958  escribe  sobre  la  incidencia  de  hipertensión  en  estos  pacientes ,73  y luego  continúa  con 
otros  artículos  entre  los  cuales  se  encuentra  uno  que  trata  de  los  hallazgos  electrocardiográficos  en  322 
personas  de  más  de  90  años  de  edad.-, 4 

Torres-Gómez,  JM:  La  Historia  de  la  Cardiología  en  Puerto  Rico.  I.G.  Seix  y Barral  Hnos.,  S.A.,  Barcelona,  España, 
1974:28 
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Los  Artículos  Primero  y Ultimo 
Publicados  por  el  Dr.  Ramón  M.  Suárez 


Tratamiento  Moderno  del 
Asma  Bronquial* 


Por  el  Dr.  Ramón  M.  Suárez 

El  presentar  a esta  reunión  científica  de  la  Asociación 
Médica  del  Distrito  de  San  Juan  mis  experiencias  en  el 
tratamiento  del  asma  en  Puerto  Rico,  lo  hago  únicamente  con 
el  fin  de  que  los  distinguidos  compañeros  que  me  escuchan 
puedan  comparar  los  resultados  obtenidos  durante  siete  años 
de  práctica  en  el  tratamiento  corriente  del  Asma  Bronquial  y 
los  obtenidos  en  los  últimos  cinco  meses,  usando  los  métodos 
modernos  basados  en  la  teoría  anafiláctica  o de  la  Sensitiza- 
ción Protéica. 

Y antes  de  pasar  adelante,  permitidme  hacer  como  nues- 
tros buenos  jíbaros,  que  comienzan  sus  cartas  pidiendo  excu- 
sas por  las  faltas  y el  papel.  Yo  pido  excusa  para  la  manera  de 
expresarme.  Es  tal  mi  costumbre  de  extraer  notas  de  las  ideas 
importantes  o puntos  esenciales  de  todo  lo  que  leo,  veo  o 
estudio,  que  paso  de  un  punto  importante  a otro  sin  preocu- 
parme de  dar  bellas  formas  a mis  palabras,  y a veces  ni 
siquiera  la  natural  ilación.  A mí  mismo  me  suena  árido  y a 
veces  hasta  metálico  lo  que  trato  de  poner  en  forma  de  ser 
leído  u oido  por  otros.  Contando,  pues,  con  vuestra  indulgen- 
cia diré  que: 

Al  estudiarse  los  resultados  del  tratamiento  moderno  en 
el  Asma  Bronquial,  podemos  llegar  a la  conclusión  de  que  es 
posible  curar  (si  se  me  permite  la  palabra  en  una  enfermedad 
tan  rara  y caprichosa  como  el  asma  esencial),  curar,  repito,  a 
un  número  notable  de  asmáticos,  y en  los  casos  más  obstina- 
dos o tenaces,  podemos  con  toda  seguridad  alargar  los  inter- 
valos entre  los  ataques  y hacer  éstos  más  benignos.  Quiero 
decir  que  con  el  estudio  del  factor  etiológico  protéico  y con  la 
desensitización  en  casos  necesarios,  podemos  hacer  mucho 
más  por  el  bienestar  de  nuestros  pacientes  asmáticos  que 
hasta  hace  pocos  años. 

Investigando  mis  records,  he  podido  calcular  haber  visto 
o tratado  por  lo  menos  cuarenta  casos  de  asma  bronquial 
durante  los  siete  años  antes  de  empezar  el  uso  del  tratamiento 
moderno,  y de  esos  cuarenta  casos,  sólo  recuerdo  dos  en  los 
cuales  obtuve  resultados  satisfactorios.  Y esos  dos  casos 
puede  comprobarse  que  entran  de  lleno  dentro  de  la  teoría  de 
la  sensitización  o alergia,  probando  que  el  asma  no  es  otra 
cosa  que  una  condición  anafiláctica  producida  por  la  presen- 
cia de  una  proteina  extraña  a la  cual  el  paciente  es  sensitivo. 


En  el  primero  de  estos  casos,  se  trataba  de  una  niñita  de 
seis  años.  Padecía  asma  desde  su  tercer  año  de  edad.  Atacada 
de  difteria  de  la  faringe,  fui  llamado  urgentemente.  A pesar  de 
usar  el  método  de  Bedereska  para  la  desensitización  tuvo  una 
fuerte  reacción  sérica  al  quinto  día.  Seis  meses  después  me  la 
enseñó  su  mamá  muy  contenta  porque,  según  ella,  desde 
aquella  inyección  no  había  vuelto  a tener  ataque  ninguno  de 
asma. 

Indudablemente,  el  choque  anafiláctico  producido  por  la 
proteina  extraña  en  el  organismo,  libró  a la  niña  del  asma  por 
mucho  tiempo. 

Seguramente  habréis  leído  que  las  inyecciones  de  suero 
anti-diftérico  han  sido  extensamente  usadas  por  médicos 
franceses  en  el  tratamiento  del  asma,  siempre  con  la  idea  de 
producir  un  choque  anafiláctico. 

El  otro  caso  era  un  niñito  de  cinco  años  de  edad.  Padecía 
asma  desde  su  segundo  año.  Por  el  examen  de  las  heces  fecales 
pude  comprobar  que  tenía  un  número  crecidísimo  de  ascári- 
des lumbricoides.  El  tratamiento,  pues,  fue  administrarle 
Santonina  y Calomel.  Dos  años  después  no  había  vuelto  a 
padecer  asma.  ¿Cómo  nos  explicaremos  este  caso?  ¿La  pre- 
sencia del  ascárides  en  el  canal  intestinal  podía  ser  una  causa 
refleja  para  producir  los  accesos?  Si  es  así,  debemos  aceptar 
también  que  no  se  trataba  de  un  caso  de  asma  bronquial,  y 
que  la  debíamos  haber  incluido  como  asma  refleja.  ¿O  no 
podría  ser  más  probable  que  el  verme  segregara  o produjera 
alguna  sustancia  protéica  a la  cual  ese  paciente  fuese  sensi- 
tivo, o que,  más  probable  todavía,  la  presencia  del  verme  en 
tan  gran  cantidad  fuese  una  causa  indirecta  para  la  putrefac- 
ción intestinal  y la  producción  de  la  histamina,  la  cual  se  ha 
venido  a comprobar  como  factor  etiológico  de  importancia 
en  el  asma? 

Si  aceptamos  esa  última  teoría,  también  este  caso  de 
ascariasis  es  un  caso  de  sensitización  o de  anafilaxis  o alergia. 

En  los  métodos  del  tratamiento  que  usábamos  entonces, 
además  de  las  larguísimas  fórmulas  conteniendo  Belladona, 
Lobelia,  Nitro-glicerina,  Ioduro,  Bromuro,  etc.,  etc.,  usamos 
en  algunos  casos  la  Auto-Sueroterapia,  las  inyecciones  de 
sangre  defibrinada  del  mismo  paciente,  las  inyecciones  de 
cloruro  de  cal  intravenosas,  algunos  productos  de  glándulas 
endocrinas,  las  vacunas  “Stock”,  las  inyecciones  de  leche,  el 
proteógeno,  la  atropina,  la  pituitrina,  y quizás  alguna  docena 
más  de  drogas.  Después  de  todas  esa  pruebas,  hemos  llegado 
a la  conclusión  de  que  las  únicas  dos  drogas  que  tienen  y 
seguirán  teniendo  algún  valor  en  el  tratamiento  del  asma,  son 
la  adrenalina  y el  ioduro.  Al  nombrar  la  adrenalina  no  debe- 
mos pasar  adelante  sin  recordar  que  nunca  se  ha  de  usar  una 
solución  de  esa  droga  que  no  esté  completamente  límpida  y 
transparente,  y que  una  dosis  de  3 m.  calma  el  acceso  sin 
producir  los  temblores  y sensación  vaso-motriz  que  observa- 
mos generalmente,  cuando  inyectamos  1 eme  de  una  solución 
al  1 x 1000. 

¿Qué  hacemos  con  nuestros  casos  de  asma  actualmente? 
Cada  caso  de  asma  es  diferente  al  otro.  Esta  diferencia  se 
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puede  notar  hasta  en  pacientes  pertenecientes  a una  misma 
familia,  siendo  muy  frecuentes  los  casos  en  que  padres  e hijos 
asmáticos  dan  reacción  positiva  a diferentes  proteínas.  De 
ahí  la  importancia  de  una  completa  historia  clínica  — 
haciendo  resaltar  sobretodo  la  historia  de  eczema  o urticaria 
en  el  paciente  durante  su  niñez,  y un  minucioso  examen  físico, 
investigando  cuidadosamente  la  nariz,  garganta,  senos,  antro 
de  Highmore,  dentadura,  etc.,  descartar  la  posibilidad  de  la 
presencia  de  pólipos  nasales  o cornetes  hipertrofiados,  ade- 
más tomar  la  presión  arterial,  análisis  de  orina,  la  reacción 
Wasserman  y por  último  y quizá  lo  más  importante  aquí  en 
Puerto  Rico,  donde  tanto  abunda  la  Plaga  Blanca,  una  buena 
radiografía  de  los  pulmones.  Una  adenopatía  traqueo- 
bronquial  que  puede  causar  una  irritación  del  simpático  y 
como  consecuencia  una  Hipervagotonia  con  accesos  asmáti- 
cos o pequeños  focos  tuberculosos  son  muy  difíciles  de  encon- 
trar al  examen  físico,  sobretodo  si  examinamos  el  paciente 
durante  una  de  sus  crisis. No  creemos  que  sea  suficiente  la 
presencia  del  llamado  esputo  característico,  de  los  cristales  de 
Charcot-Leyden,  o de  los  espirales  de  Curchsman  ni  la  misma 
eosinofilia  aquí  donde  tenemos  tantos  parásitos  intestinales, 
para  diferenciar  un  asma  esencial  de  algunos  casos  de  tuber- 
culosis y para  poder  dar  el  prognóstico  en  los  casos  en  que 
puedan  coexistir  ambas  enfermedades.  De  ahí  nuestro  interés 
en  radiografiar  el  tórax  de  todos  nuestros  asmáticos  si  fuese 
posible  (tenemos  tres  o cuatro  casos  que  ilustran  esto). 

Esto  nos  trae  a las  pruebas  protéicas  o cuti-reacciones. 
Hacemos  cerca  de  una  200  pruebas  a cada  paciente.  En  esas 
incluimos  los  alimentos,  los  epidermaleso  inhalantes,  las  bac- 
terias y polens,  y aunque  usamos  ambos  métodos,  el  de 
escarificación,  y el  de  inyección  intradérmica,  preferimos 
para  la  gran  mayoría  de  las  pruebas  el  primero  — por  ser 
menos  o nada  doloroso,  dar  menos  pseudo-reacciones  que  el 
otro  y tener  menos  peligro  de  infección  y de  producir  reaccio- 
nes peligrosas.  Lavamos  con  alcohol  etílico  el  antebrazo  del 
paciente,  lo  dejamos  secar  y entones  colocamos  gotas  de 
n/10NaOH  distanciados  1 1/2  ” de  cada  una,  le  añadimos  la 
proteina  y con  un  bisturí  hacemos  una  escarificación  lineal 
como  de  1/8”  de  largo,  la  cual  no  debe  penetrar  al  brazo  y 
comparamos  las  reacciones  con  el  control  (una  gota  a la  cual 
no  se  le  ha  añadido  ninguna  proteina).  Llamamos  positiva 
una  roncha  o urticaria  de  más  de  0.5  cm.  de  diámetro,  la  cual 
tenga  pseudopodia,  las  de  menos  tamaño  las  clasificamos  con 
menos  número  de  “plus”,  pero  descartamos  las  pseudo 
reacciones. 

Tenemos  casos  que  nos  han  dado  una  reacción  positiva 
franca  al  “horse-dander”  por  ejemplo  al  principio  o durante 
el  ataque,  y habernos  dado  una  reacción  muy  débilmente 
positiva  o negativa  cuando  ya  ha  pasado  el  acceso.  ¿Cómo  se 
explica  ese  fenómeno?  Pues  sencillamente  porque  el  orga- 
nismo de  ese  paciente  produjo  bastante  anticuerpos  para 
vencer  o dominar  ese  ataque,  o de  lo  contrario  un  asmático 
no  tendría  nunca  períodos  libres  de  su  asma.  Y si  produjo 
bastantes  anticuerpos  para  inmunizarse  a sí  mismo  aunque 
transitoriamente  también  son  más  que  suficientes  para  nega- 
tivarnos  la  reacción.  Eso  explica  también  porque  preferimos 
hacer  las  pruebas  unos  días  antes  del  acceso  o al  principio  del 
mismo,  y no  cuando  haya  empezado  ya  a sentirse  la  mejoría. 
Esa  autoinmunización  también  nos  explica  porqué  algunos 
niños  de  una  misma  familia,  usando  el  mismo  tratamiento, 
teniendo  el  mismo  médico,  estando  en  contacto  con  las  mis- 
mas proteínas,  unos  se  han  curado  radicalmente  de  sus  fati- 
gas y otros  siguen  padeciéndolas.  Los  primeros  produjeron 
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bastantes  anticuerpos  para  inmunizarse  permanentemente; 
los  otros  no. 

Si  el  paciente  nos  da  reacciones  positivas  y alimentos  o 
substancias  que  se  puedan  eliminar  de  su  dieta  o de  su  presen- 
cia o contacto  respectivamente,  hemos  terminado  ahí  nuestro 
tratamiento,  pero  si  por  el  contrario  son  otras  substancias  las 
cuales  es  imposible  eliminar,  entonces  recurrimos  a la  inmu- 
nización de  la  siguiente  manera: 

Cojeremos  un  caso  de  alergia  a las  emanaciones  de  caba- 
llo (“Horse-Dander”).  Usamos  entonces  el  “Treatment  Set” 
— que  se  compone  de  4 ó 5 diferentes  diluciones  1 x 100,000,  1 
x 10,000,  1 x 1,000  y 1 x 500.  Probaremos  nuestros  pacientes 
con  cada  una  de  esas  diluciones  y empezamos  nuestro  trata- 
miento para  producir  inmunidad  con  la  solución  más  concen- 
trada que  no  haya  provocado  reacción  a las  pruebas,  y en  el 
caso  raro  que  la  primera  solucián,  esto  es:  la  de  mayor  dilu- 
ción, haya  producido  reacción  — entonces  deberemos  diluirla 
todavía  más  y empezaremos  con  2 o 3 mínimas  de  la  primer 
dilución  aumentando  una  mínima  cada  3 a 5 días  hasta  llegar 
a 12;  entonces  pasaremos  al  siguiente  número,  y así  sucesiva- 
mente hasta  el  último.  En  la  solución  más  concentrada  debe- 
mos aumentar  muy  cautelosamente  y deberemos  tener 
siempre  a mano  una  inyección  de  adrenalina,  pues  tenemos 
que  tener  en  cuenta  que  una  dosis  demasiado  fuerte  podría 
producir  no  solamente  un  acceso  asmático,  sino  que  podría 
llegar  a producir  hasta  un  edema  de  la  glotis. 

Aunque  quizás  no  tenemos  bastantes  casos  para  poderlo 
asegurar  definitivamente,  creemos  estar  en  lo  cierto  al  decir 
que  entre  los  alimentos  aquí  en  Puerto  Rico  predominan  las 
reacciones  positivas  a los  mariscos,  sobretodo  jueyes,  langos- 
tas y camarones.  Todos  los  autores  extranjeros  que  hemos 
consultado  dan  el  huevo  y el  trigo  (entre  los  alimentos),  con  las 
causas  más  frecuentes  del  asma.  Tenemos  un  buen  número  de 
pacientes  que  han  dado  reacciones  “4  plus”  a esos  mariscos  ya 
nombrados,  y todavía  no  hemos  visto  ningún  caso  en  que 
hayamos  encontrado  una  reacción  positiva  típica  a alimentos 
que  parecen  predominar  como  causa  del  asma  en  los  Estados 
Unidos. 

En  nuestra  experiencia  sólo  un  pequeño  por  ciento  (no 
más  del  30%)  no  da  reacción  a ninguna  de  las  substancias 
usadas.  ¿Qué  hacemos  en  estos  casos?  Pues  pasamos  inmedia- 
tamente a ver  si  encontramos  una  causa  endógena,  esto  es: 
intestinal.  Investigamos  si  hay  putrefacción  intestinal  en  nues- 
tro paciente  de  la  siguiente  manera:  una  reacción  muy  marcada 
a la  histamina  (según  lo  preconizado  por  el  Dr.  Maximilian 
Ramírez,  de  Nueva  York)  y confirmada  con  la  presencia  de 
indicanuria,  una  excreta  de  reacción  ácida  y en  la  cual  predo- 
minan las  bacterias  Gram  Positivas.  En  estos  casos  usamos 
laxantes,  dieta  especial  que  evite  putrefacción,  la  leche  acidó- 
fila  e irrigaciones  colónicas,  y ejercicios  respiratorios,  unidos 
todo  esto  a inyecciones  intramusculares  de  peptona  en  dosis 
ascendentes. 

Ahora  nos  toca  hablar  de  las  vacunas.  Las  auto-vacunas  o 
vacunas  autógenas  que  son  las  que  preferimos  en  nuestros 
casos.  Las  usamos  en  todos  los  casos  en  los  cuales  no  hayamos 
encontrado  el  factor  etiológico  por  la  cuti-reacción  y también 
en  casi  todos  los  casos  en  que  además  de  asma  tenemos  que 
tratar  una  bronquitis  crónica  como  secuela  de  los  accesos  o 
como  consecuencia  del  uso  continuo  o prolongado  de  los 
cigarrillos  o polvos  anti-asmáticos. 

Me  voy  a permitir  dar  detalladamente  la  técnica  que  usa- 
mos para  la  preparación  de  vacunas  autógenas  (la  parte  bacte- 
riológica de  las  mismas  ha  estado  a cargo  de  nuestro 
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compañero  el  Dr.  Morales  Otero),  por  considerarlo  intere- 
sante y de  importancia.  Usamos  un  procedimiento  igual  o 
parecido  al  que  vimos  en  la  Clínica  del  Dr.  Thomas  del  St. 
Luke’s  Hospital.  Hacemos  siembras  en  diferentes  medios  de 
cultivo,  sin  olvidar  “Blood  Agar”  para  asegurarnos  de  la 
presencia  del  Estrep.  Hemolítico,  y hacemos  una  suspensión 
como  al  1%  de  todas  y cada  una  de  las  bacterias  cultivadas  de 
la  nariz,  garganta  y el  esputo  y las  probamos  en  nuestro 
paciente  por  inyecciones  intradérmicas.  Seguimos  observando 
al  paciente  durante  20  ó 30  minutos  después  de  las  inyecciones 
y diariamente  por  5 días  al  cabo  de  los  cuales  ya  sabemos  en 
cual  o cuales  de  las  inyecciones  hemos  tenido  reacción  posi- 
tiva, y de  esas  solamente  hacemos  preparar  la  auto-vacuna. 

Hacemos  las  pruebas  de  las  suspensiones  de  organismos 
que  no  han  sido  aun  identificados  y que  solamente  conocemos 
por  su  número.  Pues  bien,  en  dos  casos,  al  reportar  los  núme- 
ros que  nos  han  dado  reacción  positiva,  nos  hemos  enterado 
que  uno  de  ellos  era  el  de  un  hongo  cultivado  del  esputo.  ¿Por 
qué  ese  hongo  dió  reacción  tan  típicamente  positiva?  ¿Por  qué 
probando  la  suspensión  de  5 o 6 bacterias  diferentes  solamente 
el  hongo  y el  estreptococo  hemolítico  nos  dió  reacción  positiva 
y las  otras  no?  ¿Será  posible  que  ese  hongo  sea  un  factor 
etiológico  de  alguna  importancia  en  el  asma,  en  los  países 
tropicales?  Hemos  querido  reportar  esto  sin  pretensiones  ni 
entusiasmo.  Si  algún  valor  tuviera,  el  tiempo  lo  dirá.  Debo 
decirles,  sin  embargo,  que  uno  de  esos  casos  ha  mejorado 
notablemente  con  su  auto-vacuna. 

Sinopsis  de  Historias  Clínicas 

1. — C.S.  43  años.  B.C.  San  Juan. 

Tuvo  asma  cuando  niña,  vivió  algunos  años  en  Santo 
Domingo,  donde  nunca  tuvo  un  acceso,  ahora  hace  tres  años 
le  vienen  dando  dos  veces  al  mes.  Esta  paciente  dió  reacción 
positiva  al  pelo  de  ratón,  plumas  de  varias  aves,  a la  cebada, 
avena,  jueyes  y pato.  Vivía  en  un  hotelito  de  la  calle  de  Tetuán 
donde  había  bastantes  ratas.  Se  cambio  a otro  sitio  más  limpio 
y se  pudieron  eliminar  todos  los  otros  factores  y la  paciente  ha 
estado  libre  de  accesos  desde  Noviembre  25. 

2.  — P.P.  30  años.  Vda.  Santurce. 

Hermana  de  un  doctor.  Padece  de  asma  desde  los  siete 
años.  Dió  reacción  positiva  para  el  queso;  apesar  de  no  haber 
ingerido  ese  alimento  tuvo  otro  acceso  a los  pocos  días.  Es  ésto 
uno  de  los  casos  en  los  cuales  encontramos  el  hongo  y que  ha 
mejorado  con  su  vacuna. 

3.  — P.  Ll.  27  años.  B.S.  Santurce. 

Con  historia  de  asma  desde  su  niñez  y de  padecer  esa 
enfermedad  varios  miembros  de  su  familia.  Ha  sufrido  dos 
operaciones  nasales.  Dió  reacción  positiva  a la  pluma  de 
gallina  y al  huano.  Con  la  historia  de  usar  almohadas  de  huano 
aquí  donde  le  dan  los  accesos  más  benignos  que  cuando  sale  a 
la  Isla  y se  hospeda  en  hoteles  donde  usa  almohada  de  pluma. 
Ha  estado  libre  de  acceso  con  el  uso  de  almohada  de  aire. 

4.  — L.C.  58  años.  C.  Español,  San  Juan. 

Este  paciente  no  puede  dormir  más  de  una  hora,  sin  tener 
que  despertar  y fumar  un  cigarrillo  Espic.  Ya  tiene  que  usarlos 
día  y noche,  pues  su  asma  es  casi  continua.  Ha  sido  operado  de 
la  nariz  sin  ningún  beneficio.  Dió  reacción  positiva  a pluma  de 
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gallina  y menos  positiva  a la  de  otras  aves.  Este  caso  se  puede 
decir  que  se  ha  curado.  Ya  duerme  toda  la  noche  y no  ha 
tenido  que  volver  a usar  los  cigarrillos  auto-asmáticos. 

5.  — Dr.  G.A.  Guaynabo. 

También  dió  reacción  positiva  a varios  inhalantes  y ha 
mejorado  notablemente,  aunque  ha  seguido  fatigoso,  pues  él 
además  es  un  hipertenso  y tiene  los  signos  de  putrefacción 
intestinal,  pero  un  verdadero  acceso  no  lo  ha  vuelto  a tener. 

6.  — F.H.  2 años.  Santurce. 

Reacción  al  huano.  Bien. 

7.  — J.R.S.  5 años,  B. 

Varios  familiares  padecen  de  asma.  Solamente  dió  reac- 
ción positiva  al  Bacalao  y también  a las  siguientes  bacterias 
Friedlander,  Micrococo  Catarral,  Pneumococo  y Estrepto- 
coco Viridans.  Vacunas  Stock  fueron  usadas  solamente. 

8.  — R.M.  48  años.  Vda.  Bo.  Obrero. 

Le  dieron  fatigas  cuando  niña,  pero  hacía  20  años  no  le 
daban.  Ahora  hace  tres  años  que  las  padece  casi  continua- 
mente. No  ha  dado  reacción  positiva  a nada.  Mejorada  con 
autovacunas,  y Ioduro  intravenoso. 

9.  — F.C.  de  C.  36  años.  Pta.  de  Tierra. 

Desde  que  tenía  siete  años  padece  de  asma.  No  tiene 
intervalos  de  ausencia  completa  de  asma,  pero  está  mucho 
peor  de  3 a 6 A.M.  La  radiografía  demuestra  buen  estado  de 
pulmones.  No  ha  dado  reacción  positiva  a ninguna  proteina. 
No  se  le  ha  podido  hacer  la  vacuna  autógena  por  no  conse- 
guirse esputo.  Mejorada  últimamente  con  tratamiento  intesti- 
nal y con  inyecciones  de  Ioduro  de  Sodio. 

10.  — G.B.  26  años  de  edad.  Blanco,  Santurce. 

Padece  de  asma  desde  su  tercer  año  después  de  haber 
pasado  el  sarampión.  Hay  historia  de  asma  en  su  hermano  y 
padre  durante  la  niñez.  Ha  dado  reacción  muy  débilmente 
positiva  a Horse  Dander,  Huano.  Estamos  inmunizándolo  a 
las  emanaciones  de  caballo.  Este  caso  no  ha  mejorado  nada 
hasta  la  fecha,  pero  todavía  no  hemos  podido  hacer  en  él  las 
pruebas  para  la  histamina  ni  las  vacunas  autógenas. 

11.  — M.V.M.  de  2 años.  Santurce. 

Padece  de  bronquitis  asmática  y la  hemos  tratado  sin 
haberle  hecho  prueba  alguna,  solamente  con  Vacuna  Stock. 
Mejoró  muy  notablemente. 

12.  — P.A.  16  años,  Blanca,  Ponce. 

Padece  desde  sus  6 ó 7 años.  Este  caso  dió  reacción  positiva 
a un  buen  número  de  alimentos,  Estábamos  empezando  a 
inmunizarla  contra  esas  dos  substancias  y a usar  sus  vacunas 
autógenas,  pero  ella  desistió  del  tratamiento  por  sentirse  algo 
peor  (como  es  natural)  después  de  algunas  inyecciones 
inmunizantes. 

13.  — J.S.  12  años,  Blanco,  Río  Piedras. 

Este  niño  dió  reacción  positiva  al  Horse  Dander  y al 
pargo.  Estamos  inmunizándolo.  Pero  por  haber  estado  pri- 


Tratamiento  Moderno  de I Asma  Bronquial 


Bol.  Asoc.  Med  P.  Rico  - Noviembre  1983 


mero  un  mes  ausente  y últimamente  con  el  sarampión,  no 
hemos  podido  terminar  su  tratamiento.  En  este  caso  tenemos 
muchas  esperanzas. 

14.  — J.G.  de  7 años.  Blanco,  Miramar. 

Ha  dado  reacciones  positivas  a los  mariscos  y además  a la 
pluma  de  pato,  pelo  de  conejo  y algunos  otros  epidermales  de 
menos  importancia.  Este  caso  lleva  muy  poco  tiempo  y no 
podemos  todavía  asegurar  el  resultado. 

15.  — L.L.  29  años.  C.B.  Policía  Insular. 

En  este  caso  nos  está  siendo  muy  difícil  su  estudio  por 
tener  una  condición  hipersensitiva  de  la  piel  o un  “Tache 
Cerehale”  por  la  cual  el  simple  roce  del  bisturí  y una  gota  de 
solución  salina  son  capaces  de  producir  la  roncha. 

16.  — J.R.  de  15  años.  B.  Santurce. 

Este  niño  fue  obsequiado  por  una  amiga  que  se  trató  en  los 
Estados  Unidos,  con  una  almohada  de  aire,  pero  tuvo  otro 
acceso  muy  fuerte  de  asma  y entonces  lo  trajeron  donde  mí. 
Ha  dado  reacción  positiva  a varios  epidermales  y los  mariscos. 
El  reporte  de  su  radiografía  pulmonar  se  lee  así:  “Hilios  consi- 
derablemente engrosados.  Con  marcada  infiltración  peribron- 
quial  en  la  parte  superior”.  Es  este  uno  de  los  casos  en  que  la 
radiografía  nos  ayuda  no  solamente  para  el  pronóstico  sino 
también  para  la  curación. 

17.  — Y.R.  36  años.  C.  Santurce. 

Este  caso  lo  nombro  sólo  para  demostrar  lo  que  dije  antes 
acerca  de  la  radiografía  pulmonar.  No  hice  ninguna  prueba 
protéica  después  de  ver  la  placa.  Como  ustedes  pueden  ver  en 
ella,  hay  una  marcada  dilatación  de  la  arteria  pulmonar,  y la 
región  hiliares  muy  engrosada.  Este  paciente  está  mejor  con  el 
tratamiento  corriente  usado  para  las  afecciones  bacilares  del 
pulmón. 

Como  éste  tengo  records  de  tres  casos  más;  además  uno  de 
I esclerosis  pulmonar;  cuatro  en  los  cuales  en  el  primer  examen 
encontré  bastante  patología  nasal  (pólipos),  etc.,  por  lo  cual 
los  envié  al  especialista;  uno  enviado  a mí  por  el  especialista 
| después  de  operado  para  hacerle  las  pruebas  de  algunos  ali- 
mentos, y 10  casos  más  los  cuales  no  han  terminado  el 
tratamiento. 

En  esos  17  casos  en  los  cuales  he  leído  una  sinopsis  de  su 
historia  clínica,  debemos  eliminar  los  dos  últimos  por  haberse 
encontrado  un  proceso  tuberculoso  como  factor  principal,  o 
concomitante,  y dos  más:  el  niño  de  Río  Piedras  que  no  ha 
terminado  su  inmunización  y el  de  Miramar,  que  no  tiene 
tiempo  bastante  para  ser  juzgado.  Así  es  que  nos  quedan  13 
casos.  Suponiendo  que  en  el  caso  del  policía  por  su  condición 
hipersensitiva  de  la  piel  no  podamos  hacer  gran  cosa  por  él  y 
que  en  los  casos  números  8,  9,  10  y 12  no  hubiésemos  conse- 
guido ninguna  mejoría,  lo  cual  no  es  cierto  en  dos  de  ellos, 

I tenemos  todavía  ocho  casos  libres  por  completo  de  accesos; 
esto  es,  más  de  un  60  por  ciento. 
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Ramón  M.  Suárez,  Sr.,  M.D. 
Ramón  M.  Suárez,  Jr.,  M.D. 

When  a few  years  ago  we  came  out  of  the  experimental 
laboratories  of  Sodi-Pallares  at  the  Institute  of 
Cardiology  in  Mexico  City,  after  witnessing  how  an  intrave- 
nous infusion  of  glucose,  insulin  and  potassium  chloride 
(GIK)  would  markedly  minimize  cardiac  necrosis  in  dogs 
after  coronary  artery  ligation,  we  had  to  admit  that  there  was 
“ something  to  the  procedure."  Today  after  much  study, 
reading,  observation  and  experience  we  can  definitely  state 
that  there  is  a lot  back  of  it. 

The  experiment  was  a scrap  of  evidence.  There  remained 
many  features  unexplained.  Supporting  evidence  has  been 
brought  to  light  both  by  clinical  experience  and  by  laboratory 
investigations. 

Last  September  in  Madrid  at  the  Sixth  European  Con- 
gress of  Cardiology  we  heard  lectures  on  the  subject  by  Prof. 
Andree  Laboritz  from  France,  Taylor  from  England  and 
Sodi-Pallares  from  Mexico. 

Based  on  what  we  heard  and  our  own  personal  experience 
during  the  last  few  years  our  ideas  about  the  efficacy  and 
safety  of  the  combination  of  glucose,  insulin  and  potassium 
chloride  (GIK)  have  been  firmly  established. 

We  can  describe  the  method  as  a non-invasive,  non- 
aggresive  form  of  treatment  which  has  added  sense  and  safety 
not  only  to  the  treatment  of  acute  myocardial  infarction 
but  to  that  of  congestive  heart  failure  as  well. 

I shall  not  dwell  into  the  intricacies  of  myocardial  bio- 
logy, sarcolemma,  ionic  environment,  cellular  metabolism, 
lactate  and  pentose,  energy  production,  glycolysis,  phospho- 
fructokinase  and  other  enzymes,  adenosine,  mitochondria, 
etc. 

Those  and  other  aspects  of  polarization  and  depolariza- 
tion have  been  studied  and  reported  by  Laboritz,  Majid, 
Taylor  and  collaborators1  as  well  as  by  Sodi-Pallares  and  his 
group. 

Potassium 

This  is  what  Herndon  Jr.  and  Wagner  had  to  say  about 
potassium  in  Hurst  and  Logue’s  book  “The  Heart”. 

Hyperkalemia  lowers  the  myocardial  resting  membrane 
potential  and  decreases  the  upstroke  velocity  and  duration  of 
the  myocardial  action  potential. 

Electrocardiographically,  tall,  narrow,  symmetric  peaked 
T waves  may  appear  at  a potassium  serum  concentration  of 
5.5  mEq/liter. 

The  electrocardiographic  changes  of  hyperkalemia  are 
potentiated  by  hypocalcemia  and  hyponatremia. 

Hyperkalemia  decreases  the  rate  of  spontaneous  diastolic 
depolarization  in  all  pacemaker  fibers;  ectopic  pacemakers 
are  even  more  sensitive  than  the  SA  node  to  this  effect  of 
hyperkalemia.  This  explains  the  antiarrhythmic  effect  of 
hyperkalemia,  which  is  not  specific  for  digitalis  induced 
arrhythmias. 


Hypokalemia  impairs  myocardial  contractility,  increases 
the  duration  of  the  myocardial  action  potential,  and  slightly 
increases  the  resting  membrane  potential. 

The  electrocardiogram  may  show  the  following:1  ST  seg- 
ment depression  greater  than  0.5  mm.,2  U wave  amplitude 
greater  than  1 mm.  and  U/T  wave  ratio  greater  than  one  in 
the  same  lead.  These  changes  begin  to  occur  with  serum 
potassium  levels  below  3 mEq/liter. 

Prominent  U waves  may  be  seen  also  in  left  ventricular 
hypertrophy,  bradycardia,  digitalis  therapy,  and  quinidine 
therapy. 

The  History  of  Polarizing  Solution 

The  idea  of  the  polarizing  solution  came  out  of  Laboritz’ 
laboratories,  but  its  practical  application  came  from  the  labo- 
ratories and  clinical  material  of  Sodi-Pallares  and  col- 
laborators. 

The  heart  is  an  insulin  dependent  organ.  Not  so  the  brain, 
except,  may  be,  in  special  circumstances.  Glucose  needs  insu- 
lin. The  heart  needs  glucose,  magnessium,  energy,  ATP  and 
potassium. 

The  classical  therapy  of  myocardial  infarction  as  we  prac- 
tice it  to  date  deals  only  with  the  treatment  of  complications. 

What  do  we  treat  in  the  coronary  care  unit?  We  treat 
anoxemia,  arrhythmias,  heart  failure,  embolism  and  shock. 
But...  we  have  not  been  treating  the  infarction  itself.  The 
polarizing  solution  of  glucose,  insulin  and  potassium  is  filling 
this  gap. 

We  believe  that  the  only  drugs  essential  in  the  coronary 
care  units  are  atropine  and  lidocaine.  The  first  one  you 
should  remember,  is  contraindicated  in  cases  of  glaucoma 
and  the  other  one  may  induce  drowsiness,  numbness,  confu- 
sion, disorientation,  euphoria,  muscle  twitching,  circulatory 
and  respiratory  depression  and  convulsions  and  death. 

The  Polarizing  Solution:  In  acute  cases  we  start  with  20 
percent  glucose  in  water  in  glass  or  plastic  containers  of  1 ,000 
cc  each  but  soon  we  shift  to  a 10  percent  solution.  To  each 
bottle  we  add  20  units  of  regular  insulin.  In  diabetic  patients 
the  amount  of  insulin  may  be  increased  if  necessary. 

The  amount  of  potassium  chloride  added  to  the  solution 
depends  upon  the  concentration  of  serum  potassium. 

When  it  is  less  than  4 mEq  per  liter,  60  mEq  of  KCL  is 
added  to  the  solution.  When  it  is  between  4 and  5 mEq,  40 
mEq  should  be  added  and  when  serum  potassium  reaches  5 
to  5.5  mEq  only  20  mEq  of  KCL  is  added  and  no  KCL  is 
added  when  serum  potassium  goes  above  5.5  mEq  per  liter. 

An  important,  if  not  the  most  important  part  of  the 
treatment  is  a diet  low  in  sodium  and  high  in  potassium. 
Sodium  intake  should  be  limited  to  300  or  360  mg.  daily. 

It  is  important  to  keep  blood  glucose  between  120  and  150 
mg.  and  serum  sodium  at  about  135  mg.  If  serum  sodium 
concentration  is  145  or  more  it  means  that  the  low  sodium 
diet  is  not  being  adhered  to  by  the  patient  or  more  specifically 
by  the  dietitian. 

The  venoclysis  should  be  given  continuously  day  and 
night  for  a week  or  two  at  a rate  of  40  drops  per  minute.  The 
bottle  should  be  shaken  every  half  an  hour  to  prevent  the 
insulin  to  adhere  to  the  sides  of  the  bottle. 

A large  vein  and  special  needles  should  be  used  to  prevent 
possible  extravasation  of  the  irritating  fluid  and  phlebitis. 

Other  points  to  remember  are  the  fact  that  the  increase  of 
water  in  the  vascular  space  inhibits  the  secretion  of  aldoste- 
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rone  and  that  hypertonic  glucose  solution  has  a definite 
diuretic  effect  through  osmotic  mechanism. 

If  the  venoclysis  can  not  be  kept  as  long  as  necessary  we 
can  resort  to  the  oral  route  as  follows:  At  7:30a.m.  and  at  5:30 
p.m.  we  give  lOunits  of  regular  insulin  subcutaneously  and  10 
or  1 50  gms.  of  glucose  dissolved  in  water  or  orange  juice  and 
two  tablets  of  K-lyte  four  times  a day. 

The  normal  requirement  of  potassium  is  2.5  gm.  or  65 
: mEq  daily.  The  urinary  loss  is  20  to  60  mEq  per  day,  5 mEq  in 
feces  and  9 mEq  in  sweat. 

A medium  size  ripe  banana  supplies  88  calories,  420  mg. 
of  potassium,  only  0.5  mg.  of  sodium,  protein  1.2  gm.,  fat, 
largely  unsaturated  0.2  gm.  and  no  cholesterol.  It  is  the  ideal 
fruit  to  give  when  patients  are  on  a low  sodium,  high  potas- 
sium diet.  Orange  juice  which  contains  49  mEq.  potassium 
per  liter,  grapefruit  and  raisins  may  prove  useful  in  the  die- 
tary regime. 

Congestive  Heart  Failure 


“Another  effect  of  an  increased  circulating  glucose  con- 
centration is  to  raise  serum  osmolarity,  and  this  up  to  a point, 
stimulates  left  ventricular  function.  An  increased  serum 
osmolarity  may  also  decrease  potassium  loss  from  ischemic 
muscle.” 

It  is  stated  also  in  the  editorial  that  “provision  of  such 
energy  may  allow  inotropic  agents  such  as  digitalis  to  become 
more  effective”  and  that  “many  inotropic  agents  (presumably 
including  GIK)  could  act  on  ill-understood  processes  in  the 
cell-membrane  which  control  calcium  fluxes.” 

“Patients  with  congestive  heart  failure  undergo  elec- 
trolyte changes  with  the  heart-cell  retaining  sodium  and 
losing  potassium. 

“In  view  of  the  current  emphasis  on  magnesium  deple- 
tion, thought  to  happen  in  about  half  of  patients  with  chronic 
congestive  heart  failure,  therapy  aimed  at  combined  potas- 
sium/magnesium repletion  warrants  consideration.” 

We  can  report  at  this  time  that  we  have  observed  not  only 
definite  beneficial  effect  in  cases  of  acute  myocardial  infarc- 
tion with  the  early  administration  of  glucose-insulin-potassium 
solution  (GIK),  but  also  in  a few  patients  in  the  older  age 
group  suffering  from  the  so  called  refractory  cardiac  failure  or 
exhibiting  marked  sensitivity  to  digitalis  glycosides. 

GIK  works  relatively  rapidly  and  has  few,  if  any,  side- 
effects.  It  is  not  a panacea  for  diseases  of  the  heart  but  we 
agree  with  the  British  and  Mexican  clinicians  and  investiga- 
tors that  it  is  a safe  and  simple  addition  to  cardiac  therapy. 

Summary 

We  consider  the  use  of  polarizing  solution  made  up  of 
glucose  in  water,  regular  insulin  and  potassium  chloride 
(G.I.K.),  together  with  a low  sodium  diet,  a safe  and  simple 
addition  to  cardiac  therapy. 

It  is  useful  not  only  in  the  treatment  of  acute  myocardial 
infarction,  but  also  in  the  treatment  of  the  so  called  refractory 
cardiac  failure  and  specially  in  the  elderly  patient  who  shows 
marked  sensitivity  to  digitalis  glycosides. 

Resumen 

Creemos  que  el  uso  de  la  solución  polarizante  compuesta  de 
glucosa  en  agua,  insulina  regular  y cloruro  de  potasio  (G.I.K.), 
unida  a una  dieta  baja  en  sodio,  es  una  adición  simple  e inocua  a 
la  terapia  cardíaca. 

El  tratamiento  polarizante  es  útil  no  sólo  en  el  infarto  agudo 
del  miocardio  sino  también  en  el  tratamiento  del  llamado  fallo 
cardíaco  refractario  y especialmente  en  el  enfermo  viejo  que 
demuestra  marcada  sensibilidad  a la  digital  y sus  glicósidos. 


A group  of  physicians  in  England  have  reported  on  the 
effect  of  glucose  on  the  normal  and  diseased  heart.1  Their 
paper  was  discussed  editorially  by  The  Lancet  on  December 
16,  1972.2 

From  the  issue  of  The  Lancet,  I copy  the  following 
paragraphs: 

“Interest  is  reviving  in  the  possibility  that  glucose  (admi- 
nistered with  insulin  and  potassium)  may  benefit  the  diseased 
heart.1  The  concept  goes  back  to  at  least  1911,  when  Gouls- 
ton  advocated  cane  sugar,  taken  orally,  in  the  therapy  of 
various  cardiac  disorders  because  “Dextrose  is  capable  of 
nourishing  the  heart  muscle  in  a most  peculiar  and  wonderful 
manner.” 

“In  1914,  Budingen  reported  that  infusion  of  glucose 
appeared  to  improve  eight  patients  including  four  with  either 
severe  angina  pectoris  or  with  what  we  would  now  diagnose 
as  myocardial  infarction.” 

“As  the  role  of  lipid  as  a major  energy  source  for  the  heart 
became  better  defined,  so  investigations  on  the  therapeutic 
use  of  glucose  as  myocardial  fuel  seemed  to  slip  into  the 
background.  On  the  other  hand,  a clearer  understanding  of 
the  control  of  glycolytic  pathway  showed  that  glucose  could 
contribute  substantially  to  the  energy  requirements  of  the 
well-perfused  hypoxic  or  anoxic  isolated  heart  by  anaerobic 
conversion  to  lactate.  Glycolysis  in  the  heart  may  well  be 
controlled  by  a feedback  system.  The  activity  of  the  enzyme 
phosphofructokinase,  viewed  as  a major  regulator  of  glycoly- 
sis, is  accelerated  by  an  energy  deficit  in  the  cell  as  expressed 
by  breakdown  of  A.T.P.,  and  intracellular  accumulation  of 
breakdown  products  of  A.T.P.  Such  as  A.D.P.,  A.M.P.,  and 
Inorganic  phosphate,  etc.” 

The  so-called  “glucose  hypothesis”,  which  suggests  that 
glucose  has  an  important  role  in  the  preservation  of  ischemic 
myocardium  has  been  supported  by  evidence  that  glucose, 
insulin  and  potassium  (GIK)  helps  to  minimize  cardiac  necro- 
sis in  dogs  with  experimental  coronary  artery  ligation  and  to 
maintain  A.T.P.  in  the  infarcted  area  in  baboons.” 

“In  the  experiments  reported  by  Taylor1  and  his  group 
both  normal  people  and  patients  with  congestive  heart  failure 
had  an  inotropic  response  to  glucose  and  insulin,  which 
conclusively  rules  out  a substantial  role  for  anaerobic  energy 
generated  by  GIK  administration,  because  the  supply  of 
aerobic  energy  is  adequate  is  normal  hearts”. 
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13. 

1963 

Miembro,  “Council  of  Clinical  Cardiology, 
American  Heart  Association”,  Estados 
Unidos 

14. 

1970 

Miembro  Fundador,  Academia  Puertorri- 
queña de  la  Historia  de  la  Medicina,  San 

Juan,  Puerto  Rico. 
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Honores  y Premios  Recibidos  por  el 
Dr.  Ramón  M.  Suárez  Calderón 


1.  1931  - Estrella  de  Mérito  - otorgada  por  la  Asociación 

Médica  de  Puerto  Rico. 

2.  1942  - Doctor  en  Ciencias  (Honoris  Causa)  - conferido  por 

el  “Medical  College  of  Virginia” 

3.  1946  - Miembro  Honorario  - Sociedad  Mexicana  de  Car- 

diología. 

4.  1952  - Profesor  Honorario  - Universidad  Central  del  Este, 

República  Dominicana.  También  en  este  año 
establecieron  la  “Conferencia  Magistral  Anual” 
en  su  nombre. 

5.  1954  - Miembro  Honorario  - Academia  Nacional  de 

Medicina  de  México. 

6.  1956  - Premio  Dr.  Isaac  González  Martínez  - otorgado  por 

el  Club  de  Leones  de  San  Juan. 

7.  1956  - Premio  Eugenio  María  de  Hostos  - otorgado  por  el 

Club  de  Leones  de  Puerto  Rico. 

8.  1957  - “Citation”  - conferida  por  la  “Southern  Medical 

Association”  de  los  Estados  Unidos. 

9.  1957  - Miembro  Honorario  - Sociedad  de  Patólogos  de 

Puerto  Rico. 

1 0.  1958  - “Citation”  - conferida  por  “Northwestern  University”. 

1 1 . 1958  - Doctor  en  Ciencias  (Honoris  causa)-  conferido  por  la 

Universidad  de  Puerto  Rico. 

12.  1964  - Miembro  Honorario  - Asociación  Dominicana  de 

Cardiología. 

13.  1964  - “Diplómate  Member”  - “Pan  American  Medical 

Association”. 

14.  1965  - “Book  of  Golden  Deeds”  - otorgado  por  el  “Club 

Exchange”  de  Hato  Rey,  Puerto  Rico. 

15.  1966  - Medalla  de  Ciencias  Biológicas  - otorgada  por  la 

Academia  de  Artes  y Ciencias  de  Puerto  Rico. 

16.  1967  -“Distinguished  Physician”  - tarja  y cena  testimonial 

ofrecidas  por  “Ryder  Memorial  Hospital”,  Huma- 
cao,  Puerto  Rico. 

17.  1967  - Pergamino  - otorgado  por  la  Asociación  de 

Graduados  de  Universidades  Españolas. 

18.  1967  - “Conferencia  Magistral  Dr.  Ramón  M.  Suárez”  - 

instituida  durante  la  convención  anual  de  la 
Asociación  Médica  de  Puerto  Rico. 


19.  1968  - “Albert  Schweitzer  Award”  (Premio  de  Huma- 

nismo) - otorgado  por  el  Club  de  Leones 
Internacional. 

20.  1 968  - “Mastership”  - conferido  por  el  “American  College 

of  Physicians”. 

21.  1 970  - Doctor  en  Ciencias  (Honoris  Causa)  - conferido  por 

la  Universidad  Interamericana. 

22.  1971  - Ciudadano  del  Año  - electo  por  la  Asociación  de 

Industriales  de  Puerto  Rico 

23.  1974  - Miembro  Honorario  - Sociedad  Española  de 

Cardiología. 

24.  1974  - Premio  “Eduardo  Garrido  Morales”  - otorgado 

por  la  Asociación  de  Salud  Pública  de  Puerto 
Rico. 

25.  1975  - Premio  de  Honor  - otorgado  por  el  Ateneo 

Puertorriqueño. 

26.  1975  - Ciudadano  del  Año  - electo  por  la  Cámara  de 

Comercio  de  Puerto  Rico. 

27.  1975  - Consultor  Emeritus  - “Veterans  Administration 

Hospital”,  San  Juan,  Puerto  Rico. 

28.  1977  - Premio  Agueybaná  de  Oro  - otorgado  durante  el 

Festival  Nacional  de  Codazos,  San  Juan,  Puerto 
Rico. 

29.  1980  - Doctoren  Ciencias  (Honoris  causa) -conferido  por 

la  Universidad  Católica,  Ponce,  Puerto  Rico 

30.  1980  - Médico  del  Año  - electo  por  la  Asociación  Médica 

de  Puerto  Rico. 

31.  1980  - Presidente  Honorario  - XI  Congreso  Inter- 

americano  de  Cardiología,  San  Juan,  Puerto 
Rico. 
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Citas  Científicas  del  Dr.  Ramón  M.  Suárez 


It  has  been  stated  that  rheumatic  fever  does  not  exist,  or  is  rare,  in  the  tropics.  So  it  was  thought  in 
Puerto  Rico,  until  Dr.  Hans  Smetana,  formerly  pathologist  of  the  School  of  Tropica l Medicine, 
found,  on  June  28,  1930,  the  first  case  of  rheumatic  fever,  with  Aschoffs  bodies,  in  a 15-year-old 
Puerto  Rican  boy.  It  may  be  that  the  clinical  manifestations  of  rheumatic  fever  are  mild  and  indefinite 
in  the  tropics,  and  that  the  joint  symptoms  are  either  mild  or  absent  altogether,  but  rheumtic  heart 
disease  is  far  from  being  rare.  The  work  of  Chavez  in  Mexico,  of  García  Carrillo 12  nin  Costa  Rica,  of 
Franciscou  and  Koppisch,  and  our  own  observations  in  Puerto  Rico  prove  conclusively  that  the 
incidence  of  rheumatic  carditis  in  tropical  and  subtropical  regions  is  equal  to,  or  higher  than,  the 
incidence  in  colder  climates. 

The  Incidence  of  Heart  Disease  in  Puerto  Rico,  Am  Heart  J 29:  339-347,  1945 


Un  90  por  ciento  de  los  trombos  se  forman  sobre  una  placa  ateromatosa,  en  una  arteria  cuya  luz  se 
ha  disminuido  como  consecuencia  de  las  alteraciones  esclerósicas.  Se  desconoce  cuál  es  la  causa 
directa  del  trombo.  La  circulación  sanguínea  retardada  puede  ser  un  factor.  Otra  posibilidad  teórica 
es  la  constricción  de  la  arteria  debida  a acción  refleja  del  vago. 

Enfermedad  de  las  Arterias  Coronarias  en  Puerto  Rico,  Bol  Asoc  Med  P Rico  33:  173-180,  1941 


All  physicians  have  seen  elderly  patients  with  or  without  cardiac  disease  who  feel  bitter,  frustrated, 
lonely,  useless,  and  bored,  and  who  believe  themselves  unwanted  by  their  relatives  and  rejected  by 
society.  Such  patients  usually  are  mentally  depressed,  physically  deteriorated,  apathetic,  and  uncoo- 
perative. Owing  to  hopelessness  and  despair  they  are  on  the  verge  of  committing  suicide.  They  insist 
on  “ being  left  alone  to  die  in  peace”.  Such  patients  are  poor  surgical  risks.  They  need  peace  of  mind, 
peace  of  body,  and  peace  of  soul.  The  antidepressant  drugs  and  psychic  energizers,  reassurance,  and 
encouragement  may  not  be  sufficient  to  restore  interest  in  life  and  living.  It  will  take  all  of  the 
physician's  will,  common  sense,  ingenuity,  sympathy,  and  patience  to  enable  these  patients  to 
overcome  their  emotional  stress.  If  1 were  a surgeon,  I would  not  operate  on  such  patients  until  they 
had  learned  to  smile  again. 

Aging:  Introductory  Remarks,  Bull  NY  Acad  Med  47:1300-1303,  1971 


No  patient  who  requires  an  operation  should  be  permitted  to  die  simply  because  he  is  considered  too 
old  to  live.  Improvements  in  anesthesia  and  surgical  procedures  and  the  discovery  of  antibiotics  have 
resulted  in  more  and  more  operations  being  performed  on  elderly  patients  and  a mortality  rate  that  is 
only  slightly  higher  than  that  in  cases  in  which  the  patients  are  younger.  Electrocardiography, 
ballistocardiography,  and  determination  of  the  mental  status  and  vital  capacity  of  the  patient  are 
useful  in  evaluating  the  surgical  risk  in  cases  in  which  the  patients  are  aged. 

Problems  of  Aging,  Postgrad  Med  31:  395-400,  1962 

Somebody  has  recently  said  that  the  credo  of  modern  gerontology  is  “ live  to  work  and  work  to 
live.”  Many  years  ago  Diderot  expressed  the  same  idea  differently:  “ Work  shortens  the  days  and 
prolongs  life.”  We  believe  that  work  is  the  best  antidote  for  senility. 

Aging:  Introductory  Remarks,  Bull  NY  Acad  Med  47:1300-1303,  1971 
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NUTRICION 


Y para  terminar,  quiero  recordarles  que  estar  bien  nutrido,  no  quiere  decir  estar  grueso.  Estar 
delgado  y bajo  peso  significa  debilidad  física  y predisposición  a las  infecciones,  y estar  obeso  implica 
predisposición  a hipertensión  arterial,  a enfermedades  del  corazón  y de  los  riñones,  y a muerte 
prematura.  Los  extremos  son  viciosos.  Una  persona  de  menos  de  20  años  y una  madre  joven,  no  tienen 
que  someterse  a dieta  para  reducir,  pero  una  persona  de  más  de  50  años  sí  que  debiera  hacerlo. 
Nosotros  creemos  que  aunque  es  difícil  conseguirlo,  lo  ideal  sería  que  una  persona  de  50  años  de  edad 
no  pesara  más  de  lo  que  pesaba  cuando  tenía  20. 

Nutrición  - La  Habana,  Cuba,  enero  1951 


DIETARY 

1.  Increased  production  and  consumption  of  milk  and  dairy  products  is  essential  for  the  proper 
nutrition  in  infancy  and  childhood,  adolescence,  pregnancy  and  lactation  in  most,  if  not  all,  of  the 
Caribbean  islands. 

2.  A higher  consumption  of  fish  in  the  adult  population  should  be  stimulated  not  only  as  a good 
source  of  protein  of  high  biologic  value  but  also  for  its  content  of  unsaturated  fatty  acids. 

3.  We  should  oppose  the  commercial  propaganda  in  favor  of  cod  liver  oil  with  its  high  content  of 
Vitamin  D which  we  do  not  need  and  should  favor  the  industrialization  of  Shark  liver  oil  which  is  rich 
in  natural  vitamin  A which  we  do  need. 

4.  We  should  fight  the  commercial  propaganda  in  favor  of  imported  canned  fruit  juices  and 
nectars  and  educate  our  people  to  consume  our  tropical  fruits  rich  in  vitamin  C such  as  guavas, 
“acerolas”,  or  Indian  cherries,  pineapples,  oranges,  etc. 

5.  There  is  no  reason  why  we  should  not  grow  more  corn  and  make  our  own  corn  oil. 

6.  In  dealing  with  the  present  problems  we  should  also  plan  for  the  future  remembering  that 
malnutrition  means  not  only  under  nutrition,  but  unbalanced  and  overnutrition  as  well. 


Ante  el  Comité  del  Caribe  - Hotel  Bird,  Hato  Rey,  Presidido  por  la  Dra.  Esther  Seijo  de  Zayas. 


Cuando  los  signos  y síntomas  de  la  sífilis  cardiovascular  han  aparecido,  el  tratamiento  específico 
antiluético  intenso  y vigoroso  está  contraindicado.  Una  destrucción  rápida  del  treponema  por  los 
arsenicales  ( antisepsia  magna),  y la  resolución,  rápida  también,  de  los  tejidos  inflamatorios  ocasionan 
como  consecuencia  y ello  está  desgraciadamente  demostrado,  el  debilitamiento  de  la  pared  de  la  aorta 
y del  miocardio,  esto  es:  un  aumento  del  tamaño  de  la  aorta  o una  insuficiencia  del  miocardio. 


Sífilis  Cardiovascular  en  Puerto  Rico,  Bol  Asoc  Med  P Rico  31:  156-159,  1939 


TABACO 

La  relación  existente  entre  el  tabaco  y la  enfermedad  de  las  arterias  coronarias  está  en  nuestra 
opinión  definitivamente  establecida.  Fumar  aumenta  la  frecuencia  del  pulso  y por  su  acción  vasocons- 
trictora periférica  tiende  a elevar  la  tensión  arterial  y en  individuos  susceptibles,  produce  a menudo, 
contracciones  prematuras,  fibrilación  auricular  y cambios  en  la  onda  T del  electrocardiograma. 

Infarto  del  Miocardio  - Conferencia  en  el  Hospital  Auxilio  Mutuo,  8 de  junio  de  1960 


BUNDLE  BRANCH  BLOCK 

We  are  now  reporting  our  experience  with  the  various  types  of  bundle  branch  block  as  observed  in 
30, 630  electrocardiograms  taken  during  a period  of  30  years,  from  February  1937  to  February  1 96  7, 
at  a small  private  hospital  in  Puerto  Rico. 

Epidemiology  of  Bundle  Branch  Block  in  Puerto  Rico,  Bol  Asoc  Med  P Rico  61:  418-424,  1969 

In  1945,  one  of  us  reported  a case  of  transient  left  bundle  branch  blocks  The  electrocardiogram 
was  interpreted  and  commented  upon  by  the  late  Frank  N.  Wilson. 

Epidemiology  of  Bundle  Branch  Block  in  Puerto  Rico,  Bol  Asoc  Med  P Rico  61:  418-424,  1969 
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Palabras  Pronunciadas  en  el  Sepelio  del 

Dr.  Ramón  M.  Suárez  el  17  de  Diciembre  de  1981 


Ramón  Miguel  me  ha  pedido  que  despida  el  duelo  de 
nuestro  padre.  Digo  nuestro  padre  porque  yo  también 
soy  hijo  del  Dr.  Suárez,  aunque  desde  otro  punto  de  vista.  Yo 
soy  hijo  de  él  por  medio  de  la  profesión  médica,  profesión  que 
nos  unió  a los  dos.  Recuerdo  que,  al  conocerlo  a él  y conocer 
su  obra,  me  convencí  de  que  si  yo  quería  llegar  a ser  un  buen 
médico,  tenía  que  seguir  su  ejemplo,  tenía  que  emularlo  a él, 
tenía  que,  por  lo  menos,  acercarme  a su  nivel  humano  y 
académico.  Sin  embargo,  tengo  que  confesar  cándidamente, 
que  jamás  lo  logré.  Y no  fue  porque  no  traté,  sino  sencilla- 
mente porque  el  médico  y el  hombre  que  había  en  el  Dr. 
Suárez  son  inigualables.  Veamos. 

Hablar  del  Dr.  Suárez  es  hablar  de  su  obra.  ¿Y  cómo  se 
juzga  la  obra  de  un  médico?  En  términos  generales,  ésta  se 
juzga  en  torno  a su  participación  en  los  tres  campos  funda- 
mentales de  la  medicina.  Estos  son  la  educación,  la  investiga- 
ción y el  servicio  a la  comunidad.  Su  labor  en  cada  una  de  esas 
ramas  fue  magna,  tanto  en  cantidad  como  en  calidad,  pero, 
obviamente,  por  restricciones  de  tiempo,  me  limitaré  a sola- 
mente hacer  una  anotación  en  cada  campo. 

Educación 

Recuerdo  que  al  regresar  los  médicos  jóvenes,  entre  los 
cuales  me  encontraba  yo,  de  su  participación  en  la  Segunda 
Guerra  Mundial,  el  Dr.  Suárez,  consciente  de  la  pérdida  de 
conocimientos  de  la  medicina  que  habíamos  sufrido,  crea, 
organiza,  dirige  y participa  en  una  serie  de  cursos  de  repaso 
que  ofrece  en  los  salones  de  la  Asociación  Médica.  Se  benefi- 
ciaron de  estos  cursos  no  sólo  dichos  jóvenes  sino  otros 
muchos  miembros  de  la  Asociación.  Esto  lo  ofreció  el  Dr. 
Suárez  sin  cobrar  un  solo  centavo.  Todavía  hay  más.  Para 
dictar  esas  conferencias,  él  trajo  a Puerto  Rico,  frecuente- 
mente costeándolo  él,  médicos  de  los  Estados  Unidos  y de 
Méjico  de  fama  internacional,  a los  cuales  les  servía  de  anfi- 
trión, no  pocas  veces  alojándolos  en  su  propia  casa.  Al  hacer 
esto  el  Dr.  Suárez,  no  estaba  pensando  sólo  en  el  médico. 
Estaba  también  pensando  en  el  paciente.  El  sabía  que  de  estas 
enseñanzas  el  que  se  iba  a beneficiar  era  el  enfermo  que  iba  a 
ser  tratado  por  nosotros.  En  toda  su  vida,  ésta  siempre  fue  su 
preocupación  principal. 

Investigación 

Aquí,  basta  con  repasar  su  obra  en  la  Escuela  de  Medicina 
Tropical.  Las  dosis  oue  hoy  se  utilizan  de  Acido  Fólico  y 
Vitamina  B12  en  el  tratamiento  de  las  anemias  en  el  mundo 
entero,  con  énfasis  en  el  Esprú,  se  determinaron  en  esa  institu- 
cin  bajo  la  tutela  del  Dr.  Suárez.  Debido  a sus  amplios 
conocimientos  sobre  el  Esprú  tropical,  fue  invitado  a escribir 
el  capítulo  que  se  le  dedicaba  a esa  enfermedad  en  varios 
libros  de  texto.  La  cardiología  se  desarrolla  en  Puerto  Rico  al 
amparo  de  su  trabajo  y de  sus  estudios,  los  cuales  publica  en 
revistas  médicas  locales  y del  exterior.  Interpretó  los  primeros 


5,000  electrocardiogramas  que  se  hicieron  en  dicha  Escuela 
con  las  máquinas  que  él  compró  en  1940.  No  creo  que  es 
propio  apuntar  aquí  las  primacías  de  las  que  él  goza  en 
cuanto  a su  prolífica  pluma  profesional.  Y cuando  intereses 
ajenos  sacuden  la  Escuela,  él  crea  la  Fundación  de  Investiga- 
ciones Clínicas. 

Servicios  a la  Comunidad 

¿Cuándo  negó  el  Dr.  Suárez  un  servicio  a un  paciente? 
¿Hay  alguien  presente  aquí  hoy  que  ha  oído  que  el  Dr.  Suárez 
no  respondiera  a alguna  llamada?  No  importa  el  día  o la 
noche,  la  hora,  el  sitio,  si  llovía  o tronaba,  siempre  atendió, 
hasta  sus  últimos  días,  a todos  por  igual,  lo  mismo  al  pudiente 
que  al  indigente.  Ese  era  el  médico. 

¿Y  cómo  era  el  hombre?  El  hombre  era  el  prototipo  del 
caballero  cristiano.  Como  esposo,  padre,  hijo,  amigo,  podría 
haberlos  igual  pero  no  mejor.  Siempre  demostró  ser  una 
persona  llana  y sencilla.  Jamás  criticó  a colega  alguno;  hasta 
muchas  veces  se  hacía  pasar  por  ignorante  para  que  aquél  no 
se  sintiera  humillado.  Hombre  religioso,  temeroso  de  Dios, 
educado,  cortés,  siempre  dispuesto  a ayudar,  cooperar,  con- 
tribuir, y cuando  no  podía  curar,  hacía  todos  los  esfuerzos 
por  consolar. 

De  todas  las  cosas  que  admiró  y amó,  después  de  Dios, 
ninguna  como  a su  patria,  a su  querida,  bella  y sufrida  isla  de 
Puerto  Rico,  la  cual  siempre  tuvo  en  su  pensamiento.  Y así  la 
quiso  porque  la  constituían  los  puertorriqueños,  y porque 
éstos  eran  “Su  Casa”. 

Y yo  les  pregunto  a ustedes  ¿Es  justo  que  un  hombre  de 
tan  singular  calidad,  entereza  y entendimiento,  al  dejar  esta 
vida,  se  convierta  en  nada?  Yo  creo  que  no.  Tiene  que  haber 
otra  vida  en  la  cual  nuestro  Dr.  Suárez  pueda  seguir  siendo  de 
utilidad  a la  humanidad.  De  no  ser  así  sería  una  injusticia 
giológica,  y Dios  no  permite  esas  injusticias.  A esa  otra  vida  a 
mi  me  gusta  llamarla  la  Gloria  Eterna,  y confio  plenamente, 
por  no  decir  que  estoy  seguro,  en  que  el  Dr.  Ramón  M. 
Suárez  ahora  mismo  se  encuentra  en  esa  vida,  sentado  a la 
derecha  del  Padre  y del  Hijo,  gozando  de  la  felicidad  Divina. 
Y por  eso,  y para  eso,  oremos 

Además,  se  me  ha  encomendado  que  agradezca,  en  nom- 
bre de  todos  los  familiares  del  Dr.  Suárez,  la  presencia  de 
todos  ustedes  aquí,  y la  compañía  que  le  han  brindado  en  su 
camino  hacia  su  última  morada  en  esta  tierra.  También  se 
agradecen  todas  las  frases  cariñosas  y sinceras  de  las  que  los 
familiares  han  sido  objeto  que  tan  necesitado  sostén  y apoyo 
ofrecen  en  un  momento  de  sumor  dolor  y de  tanta  pena. 
Muchas  Gracias. 


CARE  FOR  YOUR 
COUNTRY. 


As  an  Army  Reserve  physician,  you  can  serve 
your  country  and  community  with  just  a small  invest- 
ment  of  your  time.  You  will  broaden  your  professional 
experience  by  working  on 
interesting  medical  projects" 
in  your  community.  Army 
Reserve  service  is  flexible,  so  it 
wont  interfere  with  your  practice. 

You’ll  work  and  consult  with  top 
physicians  during  monthly  Reserve 
meetings.  You’ll  also  attend  funded 
continuing  medical  education  pro- 
grams. You  will  all  share  the  bond  of 
being  civic-minded  physicians  who  are  also  commis- 
sioned officers.  One  important  benefit  of  being  an  officer 
is  the  non-contributory  retirement  annuity  you  will  get 
when  you  retire  from  the  Army  Reserve.  To  find  out 
more,  simply  call  the  number  below. 


ARMY  RESERVE. 

BE  ALL  YOU  CAN  BE. 

MAJ  Gerald  C.  Knoll,  MSC 
HQ,  US  Army  Forces  Command 
Attn:  USAR  AMEDD  Procurement 
Ft.  McPherson,  GA  30330 
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• Studied  extensively  in  the  sleep  labora- 
tory— the  most  valid  environment  for 
measuring  hypnotic  efficacy.112 

• Studied  in  over  200  clinical  trials  involv- 
ing over  10,000  patients.13 

• During  long-term  therapy,  which  is  sel- 
dom required,  periodic  blood,  kidney  and 
liver  function  tests  should  be  performed. 

• Contraindicated  in  patients  who  are  preg- 
nant or  hypersensitive  to  flurazepam. 

• Caution  patients  about  drinking  alcohol, 
driving  or  operating  hazardous  machinery 
during  therapy. 
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uct information,  a summary  of  which  follows: 
Indications:  Effective  in  all  types  of  insomnia  charac- 
terized by  difficulty  in  falling  asleep,  frequent  nocturnal 
awakenings  and/or  early  morning  awakening;  in  patients 
with  recurring  insomnia  or  poor  sleeping  habits;  in 
acute  or  chronic  medical  situations  requiring  restful 
sleep.  Objective  sleep  laboratory  data  have  shown  effec- 
tiveness for  at  least  28  consecutive  nights  of  administra- 
tion. Since  insomnia  is  often  transient  and  intermittent, 
prolonged  administration  is  generally  not  necessary  or 
recommended.  Repeated  therapy  should  only  be  under- 
taken with  appropriate  patient  evaluation. 
Contraindications:  Known  hypersensitivity  to  fluraze- 
pam HC1;  pregnancy.  Benzodiazepines  may  cause  fetal 
damage  when  administered  during  pregnancy.  Several 
studies  suggest  an  increased  risk  of  congenital  malfor- 
mations associated  with  benzodiazepine  use  during  the 
first  trimester.  Warn  patients  of  the  potential  risks  to  the 
fetus  should  the  possibility  of  becoming  pregnant  exist 
while  receiving  flurazepam.  Instruct  patient  to  discon- 
tinue drug  prior  to  becoming  pregnant.  Consider  the 
possibility  of  pregnancy  prior  to  instituting  therapy. 
Warnings:  Caution  patients  about  possible  combined 
effects  with  alcohol  and  other  CNS  depressants.  An  addi- 
tive effect  may  occur  if  alcohol  is  consumed  the  day  fol- 
lowing use  for  nighttime  sedation.  This  potential  may 
exist  for  several  days  following  discontinuation.  Caution 
against  hazardous  occupations  requiring  complete  men- 
tal alertness  (e  g.,  operating  machinery,  driving).  Poten- 
tial impairment  of  performance  of  such  activities  may 
occur  the  day  following  ingestion.  Not  recommended  for 
use  in  persons  under  15  years  of  age.  Though  physical 
and  psychological  dependence  have  not  been  reported 
on  recommended  doses,  abrupt  discontinuation  should 
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tions in  severely  depressed  patients,  or  in  those  with 
latent  depression  or  suicidal  tendencies,  or  in  those 
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Contemporary  HypnoticTherapy  \ 


Dalmane*  [flurazepam  HC1 /Roche]  Stands  Apart 


Only  one 
sleep  medication 
objectively 
fulfills  all  these 
important 
criteria: 
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•Rapid  onset  of  sleep.1 

•More  total  sleep  time  on  the  first 
3 nights  of  therapy.1 

•More  total  sleep  time  on  nights 
12  to  14  of  therapy.1 

•Continued  efficacy  for  at  least  28  nights . 

•Seldom  produces  morning  hangover.' 

•Avoids  rebound  insomnia  when 
therapy  is  discontinued 


15-mg/30-mg  capsules 
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Sirviendo  a los  Socios  de  la  Cruz  Azul 


• 3,018  médicos  • 665  laboratorios 

• 680  dentistas  • 570  farmacias 

• 184  hospitales  privados  y públicos 


Un  emblema 
que  es  una 
garantía... 

En  todo  lugar  de  Puerto 
Rico  encontrarás  este 
emblema. 

Farmacias,  hospitales, 
médicos,  laboratorios, 
y dentistas  lo  exhiben 
con  orgullo. 

Ellos  constituyen  la 
mejor  garantía  de  que 
recibirás  los  servicios 
que  adquiriste  en 
tu  contrato  con  la 
Cruz  Azul. 

Cuando  necesites 
servicios  de  salud,  acude 
inmediatamente  con  tu 
tarjeta  Cruz  Azul  a un 
proveedor  de  servicios 
que  exhiba  el  emblema 
“Bienvenidos,  Socios 
Cruz  Azul”. 

Además  de  economizar 
dinero  y tiempo, 
encontrarás  en  ellos 
una  mano  amiga  y un 
servicio  esmerado. 

Para  tu  mejor 
conveniencia,  sigue  este 
consejo  de  la  Cruz  Azul 
a toda  su  matrícula. 

LA  CRUZ  AZUL 
DE  PUERTO  RICO 
Gente  Sirviendo 
a su  Gente 
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Columna  del  Editor 


Con  este  número  se  completa  el  volumen  75  del  Boletín  de 
la  Asociación  Médica  de  Puerto  Rico  que  a nuestro 
juicio  ha  logrado  alcanzar  la  excelencia  científica  y gráfica 
que  nos  habíamos  propuesto  hace  dos  años.  Enmarcado  por 
el  colorido  de  la  Natividad  que  adorna  nuestra  portada  inclui- 
mos artículos  de  temas  y especialidades  variadas  para  seguir 
intentando  complacer  los  variados  intereses  de  nuestros  lec- 
tores. Los  Estudios  Clínicos  son  trabajos  originales  de  jóve- 
nes científicos  puertorriqueños  de  cuya  experiencia  clínica 
podemos  aprender  todos.  Continúa  el  Foro  de  Medicina 
Nuclear  magistralmente  elaborado  por  el  grupo  que  dirige  el 
Dr.  Julio  V.  Rivera  del  Hospital  de  Veteranos.  Luego  hay  un 
importante  artículo  en  la  sección  de  Medicina  al  Día  el  cual 


motiva  un  comentario  editorial  por  el  Dr.  Rafael  Longo, 
conocido  neurocirujano  puertorriqueño.  La  Presentación  de 
Casos  y el  artículo  sobre  la  relación  de  la  dieta  en  la  hiperacti- 
vidad  pediátrica  también  deben  ser  lectura  obligada.  Le 
siguen  nuestras  secciones  fijas,  que  por  regla  general  son 
concisas  y diseñadas  para  un  período  de  lectura  corto. 

La  Junta  Editora  en  su  autoevaluación  se  siente  satisfecha 
por  el  producto  de  nuestro  esfuerzo  durante  este  año.  Los 
siempre  estimulantes  comentarios,  críticas  constructivas  y 
sugerencias  de  nuestros  lectores  siguen  siendo  bien  recibidas 
con  ello  aprendemos  y nos  mejoramos.  Nuestra  revista  ha 
sido  muy  bien  evaluada  a nivel  de  la  Junta  de  Directores  de  la 
Asociación  Médica  Americana  y prueba  de  ello  es  una  comu- 
nicación que  nos  llega  de  la  Oficina  del  Director  de  Relacio- 
nes Públicas  de  la  AMA,  y que  traduzco  literalmente  a 
continuación:  “el  Boletín  de  la  Asociación  es  sencillamente 
sobresaliente:  Felicitaciones  por  haber  apoyado  ese  vehículo 
de  comunicación  tan  importante  y nuestros  mejores  deseos  al 
editor.  Hemos  compartido  copias  de  su  revista  con  George 
Lundberg  M.D.,  editor  de  JAMA.”  Creo  que  al  referirse  de 
esa  forma  hacia  nuestra  revista  constituye  de  por  sí  un  verda- 
dero reconocimiento  a la  calidad  de  nuestro  órgano  oficial. 
Se  convierte  entonces  nuestro  órgano  oficial  en  el  estandarte 
honroso  de  nuestra  Asociación  y los  médicos  que  la  compo- 
nen, ante  la  comunidad  médica  nacional  e internacional. 

Muchas  felicidades  para  todos  en  esta  época  navideña,  un 
1984  lleno  de  éxitos  y de  salud  le  deseamos  los  miembros  de  la 
Junta  Editora  a nuestros  lectores. 


Rafael  Villavicencio,  M.D.,  F.A.C.C. 

Presidente,  Junta  Editora 

Boletín  Asociación  Médica  de  Puerto  Rico 


ASOCIACION  MEDICA  DE  PUERTO  RICO 

BOLETÍN 


NUESTRA  PORTADA 

Cartel  Navideño  de  Ismael  Hidalgo  Marrero. 

El  autor  nació  en  Cayey,  Puerto  Rico  el  31  de  enero  de  1948.  Desde 
temprana  edad  se  trasladó  a Nueva  York.  Mientras  estudiaba  en  la  Escuela 
Intermedia  trabajaba  en  un  taller  de  serigrafía,  lo  que  le  permitió  comenzar  a 
relacionarse  con  ese  método.  Su  interés  por  el  arte  fue  cada  día  mayor  por  lo 
cual  decidió  estudiar  arte  en  una  de  las  escuelas  más  prestigiosas  de  Nueva 
York,  Art  & Design  School  of  New  York.  En  Puerto  Rico  tomó  algunas 
clases  de  dibujo  con  el  conocido  artista  Francisco  Rodón. 

La  escenografía  fue  otra  faceta  del  arte  a la  cual  dedicó  su  interés  y 
habilidad.  Trabajó  en  el  Departamento  de  Escenografía  de  WAPA  T.V.  Al 
presente  trabaja  para  la  División  de  Educación  de  la  Comunidad  en  el 
Departamento  de  Artes  Gráficas  bajo  la  dirección  del  conocido  artista 
Antonio  Maldonado.  Ha  participado  en  varias  exposiciones  colectivas  en  el 
país.  La  serigrafía  es  el  método  que  más  usa  para  expresar  su  arte. 

El  cartel  que  ilustra  esta  revista  tiene  un  significado  muy  especial  para  el 
señor  Hidalgo,  ya  que  fue  su  primer  cartel  de  Navidad  para  la  División  de 
Educación  a la  Comunidad. 

La  Junta  Editora  quiere  agradecer  al  autor  la  gentileza  de  permitir  la 
reproducción  de  su  obra  en  nuestra  revista  y al  Sr.  Waldemar  Pérez  Quin- 
tana, Director  de  la  División  de  Educación  a la  Comunidad  del  Departa- 
mento de  Instrucción  Pública  su  repetida  colaboración  con  nuestro  órgano 
oficial. 
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Four  different  dosage  forms  and 

CD  Prompt,  effective  relief  of  bronchospasm 




is  not  absolute 


FOUR  WAYS 

CTM«MS«aa8MBW»MWiilBaBaM^ 


ALUPENT 

INHALANT  SOLUTION  5% 

First  line  therapy  for  occasional  crises. ..effective 
up  to  6 hours** 


ALUPENT 

METERED  DOSE  INHALER 

15  ml.  15  mg/ml  (approximately  0.65  mg 
delivered  with  each  metered  dose) 
Self-help  for  acute  attacks. ..relief  within 
1 minute1 , lasts  up  to  5 hours t 


ALUPENT 

TABLETS  10  mg,  20  mg 

Relief  within  30  minutest. .low  incidence  of  tremor 


ALUPENT 
SYRUP  10  mg/5  ml 

Especially  for  children  ..pleasant  cherry  flavor, 
virtually  no  sugar  or  alcohol,  no  tartrazine 

Alupent 

(metaproterend 

_ I r ■ 1 \ Tablets 

I |||  O | | Metered  Dose  Inhaler 

Inhalant  Solution 

Bronchodilator 

Please  see  lollowing  page  lor  brief  summary  ol  the  prescribing 
information,  including  warnings,  precautions,  and  adverse  reactions 


'"When  administered  by  1PPB 

tin  repetitive-dosing  studies  with  Alupent  Tablets  and  Alupent 
MDI,  the  duration  of  their  effectiveness  tended  to  diminish  with 
time  Present  studies  are  inadequate  to  explain  the  divergence 
m duration  of  efficacy  between  single  and  repetitive  dosing 

References: 

1 Reilly,  EB  et  at.  A comparison  of  the  onset  of  bronchodilator 
activity  of  metaproterenol  and  isoproterenol  aerosols.  Cun  Thor 
Ron  1974,  16  No.  8.  759-764 

2 Data  on  file  at  Boehringer  Ingelheim  Ltd 


Alupent 

(metaproterenol  sulfate) 


Bronchodilator 

Tablets 

Metered  Dose  Inhaler 
Syrup 

Inhalant  Solution 


Alupent®  Tablets 

(metaproterenol  sulfate)  Metered  Dose  Inhaler 

Bronchodilator  fnh'alant  Solution 


Contraindications:  Use  in  patients  with  cardiac 
arrhythmias  associated  with  tachycardia  is 
contraindicated 

Warnings:  Excessive  use  of  adrenergic  aerosols  is 
potentially  dangerous  Fatalities  have  been  reported 
following  excessive  use  of  Alupent,  brand  of  meta- 
proterenol sulfate,  as  with  other  sympathomimetic 
inhalation  preparations,  and  the  exact  cause  is  un- 
known Cardiac  arrest  was  noted  in  several  cases 

Paradoxical  bronchoconstrlction  with  repeated  ex- 
cessive administration  has  been  reported  with  other 
sympathomimetic  agents  Therefore,  it  is  possible  that 
this  phenomenon  could  occur  with  Alupent,  brand  of 
metaproterenol  sulfate 

Patients  should  be  advised  to  contact  their  physician 
in  the  event  that  they  do  not  respond  to  their  usual 
dose  of  a sympathomimetic  amine  aerosol 

Precautions:  Because  Alupent,  brand  of  metapro- 
terenol sulfate,  is  a sympathomimetic  drug,  it  should 
be  used  with  great  caution  in  patients  with  hyperten- 
sion, coronary  artery  disease,  congestive  heart  failure, 
hyperthyroidism  or  diabetes,  or  when  there  is  sensi- 
tivity to  sympathomimetic  amines 

Information  for  Patients  Extreme  care  must  be  exer- 
cised with  respect  to  the  administration  of  additional 
sympathomimetic  agents  A sufficient  interval  of  time 
should  elapse  prior  to  administration  of  another  sym- 
pathomimetic agent 

Carcinogenesis  Long-term  studies  in  mice  and  rats 
to  evaluate  the  oral  carcinogenic  potential  of  metapro- 
terenol sulfate  have  not  been  completed 

Pregnancy  Teratogenic  Effects  Pregnancy  Category 
C Alupent,  brand  of  metaproterenol  sulfate,  has  been 
shown  to  be  teratogenic  and  embryocidal  in  rabbits 
when  given  orally  in  doses  620  times  the  human  inha- 
lation dose  and  62  times  the  human  oral  dose,  the 
teratogenic  effects  included  skeletal  abnormalities 
and  hydrocephalus  with  bone  separation  Oral 
reproduction  studies  in  mice,  rats  and  rabbits  showed 
no  teratogenic  or  embryocidal  effect  at  50  mg /kg,  or 
310  times  the  human  inhalation  dose  anti  31  times  the 
human  oral  dose  There  are  no  adequate  and  well- 
controlled  studies  in  pregnant  women  Alupent,  brand 
of  metaproterenol  sulfate,  should  be  used  during 
pregnancy  only  if  the  potential  benefit  justifies  the 
potential  risk  to  the  fetus 


Nursing  Mothers:  It  is  not  known  whether  this  drug  is 
excreted  in  human  milk  Because  many  drugs  are 
excreted  in  human  milk,  caution  should  be  exercised 
when  Alupent,  brand  of  metaproterenol  sulfate,  is 
administered  to  a nursing  woman 

Pediatric  Use  Safety  and  effectiveness  of  Alupent 
Metered  Dose  Inhaler  and  Inhalant  Solution  in  children 
below  the  age  of  12  have  not  been  established  The 
safety  and  efficacy  of  Alupent  Tablets  in  children  below 
the  age  of  6 have  not  been  established 

Adverse  Reactions:  Adverse  reactions  are  similar  to 
those  noted  with  other  sympathomimetic  agents 

The  most  frequent  adverse  reactions  to  Alupent,  brand 
of  metaproterenol  sulfate,  are  nervousness,  tachy- 
cardia, tremor  and  nausea.  Less  frequent  adverse 
reactions  are  hypertension,  palpitations,  vomiting  and 
bad  taste 

Overdosage:  The  symptoms  of  overdosage  are  those 
of  excessive  beta  adrenergic  stimulation  listed  under 
Adverse  Reactions.  These  reactions  usually  do 
not  require  treatment  other  than  reduction  of  dosage 
and/or  frequency  of  administration 

How  Supplied:  Round,  white,  scored  tablets  of  10  and 
20  mg  in  bottles  of  100  Metered  Dose  Inhaler  contain- 
ing 225  mg  of  metaproterenol  sulfate  (300  inhalations), 
15  mg  per  ml  (approximately  0 65  mg  delivered  with 
each  metered  dose)  Cherry-flavored  syrup,  10  mg  per 
teaspoonful  (5  ml),  in  16  oz  bottles  Inhalant  Solution 
5%  in  bottles  of  10  ml  with  accompanying  calibrated 
dropper 

Distributed  by  Boehringer  Ingelheim  Ltd  , Ridgefield, 
CT  06877 

Under  license  from  Boehringer  Ingelheim  International 
GmbH 

For  complete  details,  please  see  full  prescribing 
information. 

Ci.  ) Boehringer 
V|=y  Ingelheim 

Boehringer  Ingelheim  Ltd 
Ridgefield,  CT  06877 


Cerebral  Ischemia 


Cerebral  ischemia  has  been  with  medicine  for  many 
years.  Diagnosed  as  stroke,  cerebrovascular  accidents 
(CVA),  and  in  many  occasions  misdiagnosed  in  cases  that 
eventually  have  shown  to  have  other  multiple  types  of 
diagnosis. 

It  has  been  with  the  use  of  modern  diagnostic  tools, 
that  the  CVA  and  the  cerebral  ischemia  diagnosis  has 
become  more  refined  and  exact  as  to  their  etiology. 

The  neurologist  and  the  neurosurgeon  have  become 
eventually  more  interested  in  the  surgical  treatment  of 
such  diseases. 

The  general  use  of  arteriography  during  the  decade  of 
1950  established  the  high  incidence  of  extra-cranial  disease 
at  the  internal  and  common  carotid  arteries  as  the 
etiological  factor  in  most  of  the  cases  presenting  clinically 
with  transient  ischemic  attacks  and  other  multiple 
neurological  deficits. 

The  correlation  of  clinico-pathological  studies  gave 
more  emphasis  to  the  need  of  further  diagnostic  studies 
since  studies  of  specimens  revealed  the  secondary  changes 
in  the  intracranial  portion  of  the  central  nervous  system, 
but  it  was  not  clear  the  reason  for  infarcts  and  other 
changes  noted  on  pathological  specimens. 

It  was  in  the  mid  50’s  that  generalization  of  arterio- 
graphy techniques  and  with  the  modern  use  of  doppler 
ultrasonic  scanning  and  doppler  flow  studies,  a more 
general  non-invasive  differential  diagnosis  became  available. 

Although  locally  we  do  not  have  the  use  of  digital 
substraction  angiography  this  has  been  used  now  for  some 
years  in  the  mainland.  In  the  near  future,  we  certainly  hope 
that  this  latter  technique  will  become  available  in  Puerto 
Rico. 

Nevertheless,  the  first  line  of  diagnosis  remains  with 
the  physician  who  sees  the  patient  initially,  namely  the 
family  doctor  and  the  internist.  It  is  the  responsibility  of 
the  family  physician  and  the  internist  to  initiate  the 
investigation  of  those  patients  that  are  candidates  for  more 
sophisticated  diagnostic  studies  and  the  eventual 
management  through  the  most  modern  neurosurgical 
vascular  techniques. 


As  new  facilities  become  available  through  the  use  of 
the  microscope  and  the  use  of  sophisticated  microsurgery 
and  laser  equipment,  more  patients  will  be  candidates  for 
preventive  and  corrective  neurovascular  surgery. 

Care  should  be  exercised  that  in  the  initial  management 
of  these  patients  individuals  that  are  relatively  good  risk 
are  also  selected  in  order  not  to  give  the  wrong  impression 
that  only  terminal  or  very  poor  risk  patients  are  treated, 
thus  providing  poor  results  in  general. 

The  available  neurosurgical  facilities  in  Puerto  Rico 
have  been  improving  in  the  last  two  decades  and  with  sub- 
specialization in  the  management  of  neurovascular  tech- 
niques, expertise  will  be  acquired  at  the  local  level,  so  that 
more  patients  will  benefit  from  neurosurgeons  that  have 
become  interested  in  this  field  and  have  acquired  the 
proficiency  and  the  expertise  that  comes  with  a procedure 
that  is  frequently  performed  and  successfully  carried  out. 

With  the  team  work  that  evolves  from  the  cooperation 
of  the  general  practitioner,  the  internist,  the  neurologist, 
the  neuroradiologist  and  the  neurosurgeon,  improvement 
in  diagnosis,  selection  of  patients  and  successful  surgical 
results  will  become  evident. 

This  in  itself  will  bring  a more  enthusiastic  attitude  and 
a more  optimistic  management  toward  the  patient  with 
ischemic  cerebro-vascular  disease  and  more  enthusiasm 
toward  the  surgical  treatment  of  these  patients. 
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Today’s  answer  in 
hypertension  management. 


One-tablet-a-day  dosage 

The  starling  dose— one  50  mg  tablet  a day 
—becomes  the  long-term  maintenance  dose 
for  most  patients. 

Time-consuming  dosage  adjustments 
are  eliminated  and  optimal  patient  compliance 
is  virtually  assured. 

Development  of  therapeutic  tolerance  has 
not  been  reported  after  long-term  use. 


...and  cardioselectivity. 

A preferential  effect  on  cardiac  /3,  receptors 
rather  than  on  bronchial  or  peripheral  /32 
receptors  provides  an  added  margin  of  safety. 

For  a recent  investigational  study,  the 
beta  antagonist  selected  was  TENORMIN 
“because  of  its  cardioselectivity,  its  prolonged 
effectiveness  over  24  hours,  and  its  ‘flat’  dose- 
response  curve....”1 


Cardioselectivity  denotes  a relative  preference  for  /J, 
receptors,  located  chiefly  in  cardiac  tissue. 

This  preference  is  not  absolute. 


Beta  blocker  therapy  with  both 
one-tablet-a-day  dosage 
and  cardioselectivity. 


(atenolol) 


See  following  page  of  this 
advertisement  for  brief  summary 
of  prescribing  information. 


• 
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STUART  PHARMACEUTICALS 


Today’s  answer  in  hypertension  management. 


TENORMIN®  (atenolol) 

A beta, -selective  blocking  agent  for  hypertension 

INDICATIONS  AND  USAGE:  TENORMIN  (atenolol)  is  indicated  in  the  management  of  hyperten- 
sion It  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents,  particularly  with  a 
thiazide-type  diuretic. 

CONTRAINDICATIONS:  TENORMIN  is  contraindicated  in  sinus  bradycardia,  heart  block  greater 
than  first  degree,  cardiogenic  shock,  and  overt  cardiac  failure  (see  WARNINGS). 

WARNINGS:  Cardiac  Failure:  Sympathetic  stimulation  is  necessary  in  supporting  circulatory 
tunction  in  congestive  heart  failure,  and  beta  blockade  carries  the  potential  hazard  of  further 
depressing  myocardial  contractility  and  precipitating  more  severe  failure  In  hypertensive  patients 
who  have  congestive  heart  failure  controlled  by  digitalis  and  diuretics,  TENORMIN  should  be 
administered  cautiously  Both  digitalis  and  atenolol  slow  AV  conduction. 

In  Patients  Without  a History  ot  Cardiac  Failure:  Continued  depression  of  the  myocardium  with 
beta-blocking  agents  over  a period  of  time  can,  in  some  cases,  lead  to  cardiac  failure.  At  the  first 
sign  or  symptom  ot  impending  cardiac  failure,  patients  should  be  fully  digitalized  and/or  be  given  a 
diuretic  and  the  response  observed  closely  If  cardiac  failure  continues,  despite  adequate  digitaliza- 
tion and  diuretic,  TENORMIN  therapy  should  be  withdrawn- 

ischemic  Heart  Disease:  Following  abrupt  cessation  of  therapy  with  certain  beta-blocking  agents 
in  patients  with  coronary" artery  disease,  exacerbations  of  angina  pectoris  and,  in  some  cases, 
myocardial  infarction  have  been  reported  Therefore,  such  patients  should  be  cautioned  against 
interruption  of  therapy  without  the  physician's  advice.  Even  in  the  absence  of  overt  angina  pectoris, 
when  discontinuation  of  TENORMIN  is  planned,  the  patient  should  be  carefully  observed  and 
should  be  advised  to  limit  physical  activity  to  a minimum  TENORMIN  should  be  reinstated  if  with- 
drawal symptoms  occur, 

Bronchospastlc  Diseases:  PATIENTS  WITH  BRONCHOSPASTIC  DISEASE  SHOULD  IN 
GENERAL  NOT  RECEIVE  BETA  BLOCKERS.  Because  of  its  relative  beta,  selectivity,  how- 
ever, TENORMIN  may  be  used  with  caution  in  patients  with  bronchospastlc  disease  who  do 
not  respond  to,  or  cannot  tolerate,  other  antihypertensive  treatment.  Since  beta,  selectivity  is 
not  absolute  the  lowest  possible  dose  of  TENORMIN  should  be  used,  with  therapy  initiated 
at  50  mg  and  a beta,-slimulating  agent  (bronchodilator)  made  available.  If  dosage  must  be 
increased,  dividing  the  dose  should  be  considered  in  order  to  achieve  lower  peak  blood 
levels. 

Anesthesia  and  Major  Surgery:  As  with  all  beta-receptor  blocking  drugs  it  may  be  decided  to 
withdraw  TENORMIN  before  surgery  In  this  case,  48  hours  should  be  allowed  to  elapse  between 
the  last  dose  and  anesthesia  If  treatment  is  continued,  care  should  be  taken  when  using  anesthetic 
agents  which  depress  the  myocardium,  such  as  ether,  cyclopropane,  and  trichloroethylene, 

TENORMIN,  like  other  beta  blockers,  is  a competitive  inhibitor  of  beta-receptor  agonists  and  its 
effects  on  the  heart  can  be  reversed  by  administration  of  such  agents  (eg.  dobutamine  or  isopro- 
terenol with  caution— see  OVERDOSAGE)  Manifestations  of  excessive  vagal  tone  (eg.  profound 
bradycardia,  hypotension)  may  be  corrected  with  atropine  (1  -2  mg  I V). 

Diabetes  and  Hypoglycemia:  TENORMIN  should  be  used  with  caution  in  diabetic  patients  it  a 
beta-blocking  agent  is  required  Beta  blockers  may  mask  tachycardia  occurring  with  hypoglyce- 
mia, but  other  manifestations  such  as  dizziness  and  sweating  may  not  be  significantly  affected. 
TENORMIN  does  not  potentiate  insulin-induced  hypoglycemia  and.  unlike  nonselective  beta 
blockers,  does  not  delay  recovery  of  blood  glucose  to  normal  levels 

Thyrotoxicosis:  Beta-adrenergic  blockade  may  mask  certain  clinical  signs  (eg.  tachycardia)  of 
hyperthyroidism.  Abrupt  withdrawal  of  beta  blockade  might  precipitate  a thyroid  storm;  therefore, 
patients  suspected  of  developing  thyrotoxicosis  from  whom  TENORMIN  therapy  is  to  be  withdrawn 
should  be  monitored  closely 

PRECAUTIONS:  Impaired  Renal  Function:  The  drug  should  be  used  with  caution  in  patients  with 
impaired  renal  function  (see  DOSAGE  AND  ADMINISTRATION). 

Drug  Interactions:  Catecholamine-depleting  drugs  (eg,  reserpine)  may  have  an  additive  effect 
when  given  with  beta-blocking  agents  Patients  treated  with  TENORMIN  plus  a catecholamine 
depletor  should  therefore  be  closely  observed  for  evidence  of  hypotension  and / or  marked  brady- 
cardia which  may  produce  vertigo,  syncope,  or  postural  hypotension. 

Should  it  be  decided  to  discontinue  therapy  in  patients  receiving  beta  blockers  and  clomdme 
concurrently,  the  beta  blocker  should  be  discontinued  several  days  before  the  gradual  withdrawal 
of  clonidine. 

Carcinogenesis,  Mutagenesis,  Impairment  ot  Fertility:  Two  long-term  (maximum  dosing  dura- 
tion of  18  or  24  months)  rat  studies  and  one  long-term  (maximum  dosing  duration  ot  18  months) 
mouse  study,  each  employing  dose  levels  as  high  as  300  mg/kg/day  or  150  times  the  maximum 
recommended  human  dose,  did  not  indicate  a carcinogenic  potential  in  rodents.  Results  of  various 
mutagenicity  studies  support  this  finding 

Fertility  of  male  or  female  rats  (evaluated  at  dose  levels  as  high  as  200  mg  kg  /day  or  100  times 
the  maximum  recommended  human  dose)  was  unaffected  by  atenolol  administration 
Animal  Toxicology:  Chronic  studies  performed  in  animals  have  revealed  the  occurrence  of  vacuo- 
lation  of  epithelial  cells  ot  Brunner’s  glands  in  the  duodenum  of  both  male  and  female  dogs  at  all 
tested  dose  levels  of  atenolol  (starting  at  15  mg/kg/day  or  7.5  times  the  maximum  recommended 
human  dose)  and  increased  incidence  of  atrial  degeneration  of  heads  of  male  rats  at  300  mg  but 
not  150  mg  atenolol /kg /day  (150  and  75  times  the  maximum  recommended  humándose, 
respectively) 

USAGE  IN  PREGNANCY:  Pregnancy  Category  C Atenolokhas  been  shown  to  produce  a dose- 
related  increase  in  embryo/fetal  resorptions  in  rats  at  doses  equal  to  or  greater  than  50  mg /kg  or 
25  or  more  times  the  maximum  recommended  human  dose  Although  similar  effects  were  not  seen 
in  rabbits,  the  compound  was  not  evaluated  in  rabbits  at  doses  above  25  mg /kg  or  12.5  times  the 
maximum  recommended  human  dose  There  are  no  adequate  and  well-controlled  studies  in  preg- 
nant women  TENORMIN  should  be  used  during  pregnancy  only  if  the  potential  benefit  justifies  the 
potential  risk  to  the  fetus. 

Nursing  Mothers:  It  is  not  established  to  what  extent  this  drug  is  excreted  in  human  milk  Since 
most  drugs  are  excreted  in  human  milk,  nursing  should  not  be  undertaken  by  mothers  receiving 
atenolol 

Pediatric  Use:  Safety  and  effectiveness  in  children  have  not  been  established 
ADVERSE  REACTIONS:  Most  adverse  effects  have  been  mild  and  transient  Frequency  estimates 
were  derived  from  controlled  studies  in  which  adverse  reactions  were  either  volunteered  by  the 
patient  (U  S.  studies)  or  elicited  (eg,  by  checklist— foreign  studies).  The  reported  frequency  of  eli- 
cited adverse  effects  was  higher  for  both  TENORMIN  and  placebo-treated  patients  than  when 
these  reactions  were  volunteered  Where  frequency  of  adverse  effects  for  TENORMIN  and  placebo 
is  similar,  causal  relationship  is  uncertain 


The  following  adverse-reaction  data  present  frequency  estimates  in  terms  ot  percentages  first 
from  the  U S studies  (volunteered  side  effects)  and  then  from  both  U S.  and  foreign  studies  (volun- 
teered and  elicited  side  effects): 

U.S.  STUDIES  (%  ATENOLOL-%  PLACEBO): 

CARDIOVASCULAR  bradycardia  (3%-0%),  cold  extremities  (0%-0  5%),  postural  hypotension 
(2%-1  %),  leg  pain  (0%-0.5%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULAR  dizziness  (4%-1  %),  vertigo  (2%-0  5%) 
light-headedness  (1%-0%),  tiredness  (0  6%-0.5%),  fatigue  (3%-1%),  lethargy  (1%-0%),  drowsi- 
ness (0.6%-0%),  depression  (0  6%-0  5%),  dreaming  (0%-0%) 

GASTROINTESTINAL:  diarrhea  (2%-0%).  nausea  (4%-1%) 

RESPIRATORY  (See  WARNINGS):  wheeziness  (0%-0%),  dyspnea  (0  6%-1%) 

TOTALS  U.S.  AND  FOREIGN  STUDIES: 

CARDIOVASCULAR  bradycardia  (3%-0%).  cold  extremities  (12%-5%),  postural  hypotension 
(4%-5%),  leg  pain  (3%-1%) 

CENTRAL  NERVOUS  SYSTEM/NEUROMUSCULAR  dizziness  (13%-6%),  vertigo  (2%-0  2%) 
light-headedness  (3%-0  7%),  tiredness  (26%-13%).  fatigue  (6%-5%),  lethargy  (3%-0  7%), 
drowsiness  (2%-0  5%),  depression  (12%-9%),  dreaming  (3%-1%) 

GASTROINTESTINAL  diarrhea  (3%-2%),  nausea  (3%-1%) 

RESPIRATORY  (see  WARNINGS)  wheeziness  (3%-3%).  dyspnea  (6%-4%) 

MISCELLANEOUS:  There  have  been  reports  of  skin  rashes  and/or  dry  eyes  associated  with 
the  use  of  beta-adrenergic  blocking  drugs  The  reported  incidence  is  small  and,  in  most  cases, 
the  symptoms  have  cleared  when  treatment  was  withdrawn.  Discontinuance  of  the  drug  should 
be  considered  if  any  such  reaction  is  not  otherwise  explicable.  Patients  should  be  closely  moni- 
tored following  cessation  of  therapy. 

POTENTIAL  ADVERSE  EFFECTS:  In  addition,  a variety  of  adverse  effects  have  been  reported 
with  other  beta-adrenergic  blocking  agents,  and  may  be  considered  potential  adverse  effects  of 
TENORMIN  (atenolol). 

Hematologic:  Agranulocytosis,  nonthrombocytopenic  purpura,  thrombocytopenic  purpura 
Allergic:  Fever,  combined  with  aching  and  sore  throat,  laryngospasm  and  respiratory  distress 
Central  Nervous  System:  Reversible  mental  depression  progressing  to  catatonia,  visual  distur- 
bances, hallucinations,  an  acute  reversible  syndrome  characterized  by  disorientation  of  time  and 
place,  short-term  memory  loss,  emotional  lability  with  slightly  clouded  sensorium,  decreased  per- 
formance on  neuropsychometrics. 

Gastrointestinal:  Mesenteric  arterial  thrombosis,  ischemic  colitis 

Other:  Reversible  alopecia,  Peyronie's  disease,  erythematous  rash,  Raynaud's  phenomenon. 
Miscellaneous:  The  oculomucocutaneous  syndrome  associated  with  the  beta  blocker  practolol 
has  not  been  reported  with  TENORMIN  during  investigational  use  and  foreign  marketing  experi- 
ence Furthermore,  a number  of  patients  who  had  previously  demonstrated  established  practolol 
reactions  were  transferred  to  TENORMIN  therapy  with  subsequent  resolution  or  quiescence  of  the 
reaction. 

OVERDOSAGE:  To  date,  there  is  no  known  case  of  acute  overdosage,  and  no  specific  information 
on  emergency  treatment  of  overdosage  is  available  The  most  common  effects  expected  with  over- 
dosage of  a beta-adrenergic  blocking  agent  are  bradycardia,  congestive  heart  failure,  hypotension, 
bronchospasm,  and  hypoglycemia 

In  the  case  of  overdosage,  treatment  with  TENORMIN  should  be  stopped  and  the  patient  care- 
fully observed  TENORMIN  can  be  removed  from  the  general  circulation  by  hemodialysis  In  addi- 
tion to  gastric  lavage,  the  following  therapeutic  measures  are  suggested  if  warranted: 

Bradycardia:  Atropine  or  another  anticholinergic  drug 

Heart  Block  (Second  or  Third  Degree):  Isoproterenol  or  transvenous  cardiac  pacemaker 

Congestive  Heart  Failure:  Conventional  therapy. 

Hypotension  (Depending  on  Associated  Factors):  Epinephrine  rather  than  isoproterenol  or  nor- 
epinephrine may  be  useful  in  addition  to  atropine  and  digitalis. 

Bronchospasm:  Aminophylline,  isoproterenol,  or  atropine 
Hypoglycemia:  Intravenous  glucose 

DOSAGE  AND  ADMINISTRATION:  The  initial  dose  of  TENORMIN  is  50  mg  given  as  one  tablet  a 
day  either  alone  or  added  to  diuretic  therapy  The  full  effect  ot  this  dose  will  usually  be  seen  within 
one  to  two  weeks  If  an  optimal  response  is  not  achieved,  the  dosage  should  be  increased  to 
TENORMIN  100  mg  given  as  one  tablet  a day.  Increasing  the  dosage  beyond  100  mg  a day  is 
unlikely  to  produce  any  further  benefit. 

TENORMIN  may  be  used  alone  or  concomitantly  with  other  antihypertensive  agents  including 
thiazide-type  diuretics,  hydralazine,  prazosin,  and  alpha-methyldopa. 

Since  TENORMIN  is  excreted  via  the  kidneys,  dosage  should  be  adjusted  in  cases  of  severe 
impairment  of  renal  function  No  significant  accumulation  of  TENORMIN  occurs  until  creatinine 
clearance  falls  below  35ml/min/1  73  m1  (normal  range  is  100-150  ml/min/1  73  m!);  therefore,  the 
following  maximum  dosages  are  recommended  for  patients  with  renal  impairment: 

Atenolol 

Creatinine  Clearance  Elimination  Half-life 

(ml  min  - 1 73  m;)  (hrs)  Maximum  Dosage 


15-35  16-27  50  mg  daily 

<15  >27  50  mg  every  other  day 

Patients  on  hemodialysis  should  be  given  50  mg  after  each  dialysis;  this  should  be  done  under 
hospital  supervision  as  marked  falls  in  blood  pressure  can  occur 

HOW  SUPPLIED:  Tablets  of  50  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with 
Stuart  embossed  on  one  side  and  NDC  No.  105  embossed  on  the  other  side  are  supplied  in 
monthly  calendar  packages  of  28  tablets,  bottles  of  1 00  tablets,  and  unit-dose  packages  of  100  tab- 
lets. Tablets  of  100  mg  TENORMIN  (atenolol)  round,  flat,  uncoated,  white  tablets  with  Stuart 
embossed  on  one  side  and  NDC  No  1 01  embossed  on  the  other  side  are  supplied  in  bottles  of  1 00 
tablets  and  unit-dose  packages  of  100  tablets. 

Protect  from  heat,  light,  and  moisture  Store  unit-dose  and  calendar  packages  at  controlled  room 
temperature. 

Reference:  1.  Opie  LH.  Jee  L.  White  D:  Antihypertensive  effects  of  nifedipine  combined  with  cardio- 
selective  beta-adrenergic  receptor  antagonism  by  atenolol.  Am  Heart  J 1982;  104:606-612. 
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ESTUDIOS  CLINICOS 


Urgent  Cardiac  Valve 
Replacement  due  to 
Infective  Bacterial 
Endocarditis  in  Non 
Drug  Users 

Juan  M.  Igartua,  MD 
Guillermo  Cintron,  MD 
Edgardo  Hernández,  MD 
Esteban  Linares,  MD 
Juan  M.  Aranda,  MD 
Gumersindo  Blanco,  MD 


Abstract:  The  purpose  of  this  study  is  to  review  the  clinical 

characteristics,  outcome,  and  medical  care  costs  of  a group  of 
patients  without  a history  of  drug  abuse  who  underwent  urgent 
cardiac  valve  replacement  due  to  infective  bacterial  endocarditis. 
Between  the  years  1977  and  1981  twelve  patients  were 
identified  who  fulfilled  the  study  criteria.  Three  of  the  patients 
had  predisposing  cardiovascular  conditions  and  another  three 
had  procedures  which  could  have  been  associated  with 
bacteremia;  six  patients  had  neither.  Streptococcal  aortic  valve 
involvement  was  the  most  common  lesion  and  the  subsequent 
rapid  development  of  severe  heart  failure  was  the  main  surgical 
indication.  Echocardiographic  studies  were  positive  in  almost 
all  of  the  patients  with  diastolic  mitral  valve  fluttering  the  most 
common  finding.  Of  the  twelve  patients  four  needed  complex 
cardiovascular  surgical  procedures  due  to  multiple  valve 
involvement  or  complicated  abscess  formation.  Four  patients 
died  and  all  but  one  of  the  survivors  suffered  at  least  one  major 
post  operative  complication.  Although  life  saving,  this  type  of 
therapy  is  expensive,  complicated  and  usually  requires  prolonged 
hospitalization. 


From  the  Cardiology  Section.  Medical  Service.  Veterans  Administration, 
University  of  Puerto  Rico  School  of  Medicine  and  University  of  South  Florida 
College  of  Medicine. 

Address  for  reprints:  Guillermo  Cintron.  MD,  Cardiology  Section  (1 1 1 A). 
VA  Hospital.  13000  North  30th  Street,  Tampa.  FL  33612. 


Over  the  past  thirty  years  remarkable  changes  have 
occurred  in  the  microbiological  spectrum,  clinical 
features,  treatment  and  natural  history  of  infective  bacterial 
endocarditis.  Despite  the  availability  of  effective  antibiotics 
and  the  changing  role  of  surgical  therapy,  the  mortality  and 
morbidity  of  infective  bacterial  endocarditis  remains  high.1 

The  purpose  of  this  study  was  to  define  the  clinical 
characteristics,  outcome,  and  medical  care  cost  of  a patient 
population  without  a history  of  drug  addiction  submitted  to 
urgent  cardiac  valve  replacement  due  to  infective  bacterial 
endocarditis. 

Methods 

We  performed  a retrospective  chart  review  of  all  patients 
without  a history  of  drug  addiction  who  were  submitted  to 
urgent  cardiac  valve  replacement  due  to  infective  bacterial 
endocarditis  at  the  Veterans  Administration  Hospital,  San 
Juan,  Puerto  Rico,  from  the  year  1977  to  1981.  The  diagnosis 
of  infective  bacterial  endocarditis  was  established  by  the 
clinical  picture  of  fever,  new  or  changing  heart  murmur  and 
acute  valvular  regurgitation.  The  diagnosis  was  documented 
by  blood  cultures  and/or  echocardiography  and  was  con- 
firmed at  surgery  in  all  patients.  M-mode  echocardiograms 
were  obtained  in  all  patients  using  a commercially  available 
Ekoline  20  Smith  Kline  echocardiograph.  Two-Dimensional 
echocardiograms  were  obtained  in  several  patients  with  a 
commercially  available  phased  array  Varían  Ultrasonograph 
model  3400.  The  clinical  characteristics  of  the  study  group 
were  manually  tabulated.  Patient  outcome  was  classified  as 
living  or  dead  if  the  patient  survived  or  died  during  the 
operative  hospitalization  regardless  of  the  duration  of  the 
hospitalization.  Cost  analysis  was  done  on  the  basis  of  data 
obtained  from  the  finance  division  at  our  institution.  The  cost 
for  the  surgical  intervention  was  assessed  as  $3,050  per 
patient  and  the  cost  of  each  hospitalized  day  was  assessed  at 
$170.  Fees  for  professional  services  rendered  were  not 
included  in  the  cost  analysis. 

Results 

Twelve  patients,  all  males,  fulfilled  the  study  criteria  and 
are  summarized  in  Table  1.  The  mean  age  of  the  twelve 
patients  was  48  years  with  a range  of  38  to  64.  Only  three  of 
the  patients  had  an  identifiable  valvular  abnormality  that 
could  have  predisposed  them  to  endocarditis.  These  three 
patients  had  bicuspid  aortic  valve  which  was  definitely 
established  at  surgery  in  one  patient  and  was  suggested  by  M- 
mode  echocardiography  in  two  other  patients.  Three  patients 
had  previous  manipulations,  a possible  source  of  transient 
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Urgent  Cardiac  Valve  Replacement  due  to  Infective  Bacterial 


TABLE  1 


Clinical  Features  of  1 2 Patients  Needing  Urgent  Cardiac  Valve  Replacement  Due  to  Infective  Bacterial  Endocarditis 

PRIOR 

Initial 

Age 

Abnormal 

Valve  Procedures 

Anti- 

biotics 

Blood 

Cultures 

Echo 

Findings 

Postoperative 

Complications 

Surgery 

Postoperative 

Complications 

Outcome 

l-AM 

50 

— 

+ 

Streptococcus 
Group  D 

VEG,  MVF 

EFF 

CHF 

Emboli  (Leg) 

AVR 

MVR 

Ventricular 
Dysfunction  at  OR 

Died 

2-GV 

49 

Bicuspid 

- 

Streptococcus 

bovis 

VEG,  MVF 

CHF 

Emboli  (CNS) 

AVR 

MVR 

Renal  Failure 

Alive 

3-LM 

49 

Bicuspid 

- 

— 

VEG,  MVF 

EFF,  MVEC 

CHF 

AVR 

Renal  Failure 

Alive 

4-JM 

50 

— — 

- 

Streptococcus 

sanguis 

VEG,  MVF 

Dilated  LV 

CHF 

Emboli  (CNS) 

MVR 

Ventricular 
Dysfunction  at  OR 

Died 

S-EP 

43 

— 

+ 

— - 

VEG,  MVF,  EFF 

CHF 

AVR 

ARDS  (BKP)'  UG1B 

Alive 

6-FH 

45 

— — 

+ 

Streptococcus 

viridans 

VEG.  MVF,  MVEC 
Dilated  LV 

CHF 

Hepatic  Failure 

AVR 

VSD 

ARDS  (BKP) 

Hepatic  Failure 

Died 

7-MC 

64 

— 

- 

— - 

VEG, MVF.  MVED 

CHF 

AVR 

None 

Alive 

8-MS 

42 

Chronic  Vascu- 
lar Punctures 

- 

— 

EFF 

CHF 

AVR 

Renal  Failure 

BKP,  DIC 

Alive 

9-LC 

53 

— — 

- 

Enterococcus 

VEG, MVEC 

MVF,  EFF 

CHF 

AVR 

Renal  Failure 

Alive 

10-VR 

43 

Intraarticular 

Injection 

- 

Streptococcus 

pneumoniae 

MVF 

VSD,  CHF 

AVR  3° 

Renal  Failure 

AVR 

VSD 

VSD  (ruptured) 

Pericarditis 

Lymphocoele 

Alive 

11-PT 

52 

Intraarticular 

Injection 

- 

Enterobacter 

cloacae 

VEG,  MVEC 

CHF 

AVR 

CVA 

(Hemorrhagic) 

Died 

12-RA 

38 

Bicuspid 

+ 

Beta 

Streptococcus 

VEG,  MVF 

Dilated  LA 

CHF 

AVR 

CHF 

Renal  Failure 

Alive 

ARDS 
AVB  3 
AVR  = 

= Adult  Respiratory  Distress  Syndrome 
= Atrio  Ventricular  Block  - Third  Degree 
Aortic  Valve  Replacement 

patients  the 

murmur  was 

present 

on  admission 

and  two 

BKP  = Bronchopneumonia 

CHF  = Congestive  Heart  Failure 

CNS  = Central  Nervous  System 

CVA  = Cerebrovascular  Accident 

DIC  = Disseminated  Intravascular  Coagulopathy 

DM  = Diabetes  Mellitus 

EFF  = Effusion 

LA  = Left  Atrium 

LV  = Left  Ventricle 

MVEC  = Mitral  Valve  Early  Closure 

MVF  = Mitral  Valve  Fluttering 

MVR  = Mitral  Valve  Replacement 

UG1B  = Upper  Gastrointestinal  Bleeding 

VEG  = Vegetation 

VSD  = Ventricular  Septal  Defect 


bacteremia.  Two  had  intra-articular  injections  and  one  had 
multiple  vascular  punctures  for  chronic  hemodialysis.  Six 
patients  had  neither  a predisposing  cardiovascular  condition 
or  manipulations. 

The  most  common  presenting  symptoms  were  fever  or 
non  specific  discomforts  such  as  general  malaise  and 
anorexia  which  were  present  in  all  patients.  These  symptoms 
had  been  present  for  an  average  of  four  weeks  although  this 
varied  form  one  to  twelve  weeks.  Four  patients  had  received 
antibiotics  before  arriving  at  our  institution,  three  for  a 
suspected  diagnosis  of  infective  bacterial  endocarditis  and 
one  for  a suspected  upper  respiratory  tract  infection.  On 
physical  examination  all  patients  had  a heart  murmur.  In  ten 


patients  developed  the  murmur  while  in  the  hospital.  In 
eleven  patients  the  murmur  was  consistent  with  aortic 
regurgitation  and  in  one  with  mitral  regurgitation. 

Blood  cultures  were  obtained  in  all  patients,  however, 
bacteriologic  growth  was  documented  in  only  eight  patients. 
Gram  positive  organisms,  streptococci,  were  recovered  from 
seven  patients  and  a gram  negative  organism  was  obtained 
from  one  patient.  Of  the  four  patients  with  negative  blood 
cultures,  two  had  received  prior  antibiotics  and  one  patient 
was  on  chronic  hemodialysis. 

Echocardiography  was  performed  within  a week  of 
admission  or  at  the  time  endocarditis  was  first  suspected  in  all 
patients  and  was  usually  positive.  Valvular  vegetations  were 
identified  in  ten  patients  and  diastolic  fluttering  of  the  mitral 
valve,  an  indication  of  aortic  regurgitation,  was  also  seen  in 
ten  patients.  Other  associated  findings  were  pericardial 
effusion  in  five  patients  and  early  closure  of  the  mitral  valve 
signifying  severe  aortic  regurgitation  in  five  patients. 

All  patients  had  serious  complications  due  to  infective 
bacterial  endocarditis.  Severe  intractable  congestive  heart 
failure  was  present  in  all  twelve  patients  and  was  the  main 
indication  for  surgery.  Three  patients  had  embolic  episodes, 
two  of  which  were  to  the  brain.  All  patients  underwent 
uncomplicated  cardiac  catheterization  and  surgery  within 
three  weeks  of  admission  to  our  hospital.  Single  cardiac  valve 
replacement  was  performed  in  eight  patients  of  which  seven 
patients  underwent  aortic  valve  replacement  and  one  patient 
underwent  mitral  valve  replacement.  Major  combined  sur- 
gical procedures  were  performed  in  four  patients,  double 
valve  replacement  (aortic  and  mitral)  was  performed  in  two 
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patients  and  aortic  valve  replacement  with  ventricular  septal 
defect  repair  was  performed  in  two  other  patients.  The 
ventricular  septal  defect  was  due  to  perivalvular  abscess 
formation  with  subsequent  perforation. 

Of  the  twelve  patients  four  died  for  an  operative  mortality 
of  33%.  Two  patients  did  not  survive  surgery  and  two 
patients  died  in  the  postoperative  course.  All  but  one  of  the 
patients  that  survived  surgery  developed  at  least  one  major 
postoperative  complication.  Five  patients  developed  acute 
reversible  renal  failure.  Three  patients  developed 
pneumonia,  two  of  which  suffered  respiratory  failure  needing 
prolonged  respiratory  support,  and  one  patient  developed 
hepatic  failure.  Duration  of  hospitalization  averaged  eight 
weeks;  this  varied  from  two  to  twenty  weeks.  Total  mean 
medical  care  cost  for  the  hospitalization  was  $15,060  per 
patient  or  2.5  times  the  cost  of  our  usual  patient  undergoing 
elective  heart  surgery. 

Discussion 

Traditionally  infective  endocarditis  has  been  classified  as 
acute  or  subacute.  In  50  to  60  percent  of  patients  with  acute 
bacterial  endocarditis  a previously  normal  valve  is  the  site  of 
infection  while  in  80  to  90  percent  of  patients  with  subacute 
endocarditis  the  infection  site  is  an  abnormal  or  previously 
damaged  valve.2  Our  study  group  is  similar  to  the  patients 
with  acute  endocarditis  in  that  only  three  patients  (25%)  had 
a predisposing  cardiovascular  abnormality,  a bicuspid  aortic 
valve.  This  finding  is  probably  a reflection  of  the  high 
prevalence  of  unrecognized  bicuspid  congenital  aortic  valves 
in  the  male  population,  the  modern  control  of  rheumatic 
heart  disease  and  the  exclusion  of  major  cardiac  congenital 
anomalies  in  the  veteran  population. 

From  our  patient  population  as  well  as  from  other  studies 
it  appears  that  in  patients  with  infective  endocarditis  aortic 
valve  involvement  is  the  most  serious  problem  both  in 
frequency  and  the  severity  of  cardiac  decompensation.3 
Aortic  valve  infection  and  destruction  leading  to  rapid 
hemodynamic  decompensation  secondary  to  acute  aortic 
regurgitation  is  the  leading  cause  of  death  in  patients  with 
infective  bacterial  endocarditis.3 

Eight  of  our  patients  (66%)  had  positive  blood  cultures. 
Of  these  eight  patients  with  positive  blood  cultures,  seven  had 
had  positive  cultures  for  streptococci  and  one  patient  had  a 
gram  negative  organism,  Enterobacter  cloacae.  This  is  similar 
to  other  reported  series  of  patients  with  infective  bacterial 
endocarditis  who  are  not  drug  users.4  The  high  prevalence  of 
streptococcal  endocarditis  may  be  related  to  the  increased 
adhesive  capacity  of  streptococci  to  valve  tissue  mediated  by 
teichoic  acids  as  demonstrated  by  Ramirez-Ronda.5  6 Of  the 
four  patients  with  negative  blood  cultures,  two  had  received 
prior  antimicrobial  therapy  and  one  patient  was  on  chronic 
hemodialysis  due  to  end  stage  renal  disease.  Both  of  these 
conditions  have  been  associated  with  negative  blood  cultures 
in  the  presence  of  infective  bacterial  endocarditis. 

Echocardiography  adds  another  dimension  in  the  diag- 
nosis of  infective  bacterial  endocarditis  and  some  of  its 
complications.  The  finding  of  valvular  vegetations  identifies 
a subset  of  patients  at  high  risk  of  developing  major  emboli 
and/or  significant  congestive  heart  failure.7  8 A noteworthy 
example  of  the  utility  of  echocardiography  is  illustrated  in 
Figure  1.  This  figure  depicts  the  M-mode  and  two- 
dimensional  echocardiograms  of  one  of  our  patients  with 


aortic  endocarditis  and  an  easily  visualized  vegetation 
(Fig.  1-a  & 1-b).  Subsequently  this  patient  developed  signs  and 
symptoms  of  an  acute  left  leg  arterial  occlusion  and  a repeat 
echocardiogram  (Fig.  2-a  & 2-b)  failed  to  visualize  the 
previously  seen  vegetation.  This  suggest  probable  disruption 
of  the  vegetative  lesion  and  subsequent  embolization  of  the 
vegetative  material.  M-mode  echocardiography  and  most 
notably  two-dimensional  echocardiography  have  been  proven 
to  be  the  only  sensitive  method  for  detecting  valvular  vegeta- 
tions in  patients  with  infective  bacterial  endocarditis.9  The 
severity  of  the  infective  process  in  our  selected  group  of 
patients  correlates  well  with  the  echocardiographic  findings 
of  severe  valvular  destruction. 

Cardiac  catheterization  during  the  early  active  phase  of 
infective  bacterial  endocarditis  has  been  considered  to  be 
hazardous  and  is  often  delayed,  however,  all  of  our  patients 
underwent  uncomplicated  cardiac  catheterization  and  surgery 
within  three  weeks  of  admission  to  our  hospital.  This  further 
documents  recent  reports  demonstrating  that  cardiac  cathete- 
rization during  active  infective  endocarditis  is  relatively  safe 
and  may  provide  important  and  essential  information.10  It  is 


Figures  la  & 1-b.  M-mode  and  two-dimensional  (parasternal,  long  axis  view) 
echocardiograms  of  a patient  with  streptococcal  aortic  endocarditis.  Aortic 
valve  vegetation  (V)  easily  visualized  by  both  echocardiographic  techniques. 
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Figures  2-a  & 2-b.  Similar  echocardiographic  views  taken  after  the  patient 
developed  an  arterial  embolus  failed  to  visualize  the  previously  seen  vegetation. 


our  opinion  that  even  when  the  clinical  diagnosis  is  obvious, 
cardiac  catheterization  should  be  performed  in  all  such 
patients  prior  to  surgery  unless  the  circumstances  are  so 
urgent  that  immediate  surgical  intervention  is  the  most  expe- 
dient approach. 

Currently,  effective  antimicrobial  therapy  is  available  for 
most  patients  with  infective  bacterial  endocarditis  and  has 
favorable  influenced  the  natural  history  of  the  disease  process. 
In  addition,  the  availability  of  successful  valve  replacement  in 
patients  with  acute  severe  valvular  insufficiency  due  to  infec- 
tive bacterial  endocarditis  has  already  been  shown  to  improve 
survival  in  this  high  risk  group  of  patients.1  11  In  our  critically 
ill  patient  group,  surgery  and  antibiotic  therapy  was  lifesaving 
in  two  thirds  of  the  patients. 

In  patients  with  active  endocarditis  submitted  to  surgery 
postoperative  complications  secondary  to  the  infective  pro- 
cess, or  the  therapy  employed  are  extremely  frequent.  Eleven 
of  our  twelve  patients  (91%)  developed  at  least  one  major 
complication.  Five  patients  (42%)  developed  acute  reversible 
renal  failure,  three  patients  (25%)  developed  pneumonia,  two 
patients  (16%)  developed  respiratory  failure  needing  prolon- 


ged respiratory  support  and  one  patient  (8%)  developed 
hepatic  failure.  We  found  that  support  from  all  the  medical 
specialties  and  ancillary  services  is  vital  for  a successful  out- 
come in  the  postoperative  period. 

In  our  institution  the  estimated  mean  total  medical  care 
cost  for  these  patients  was  $15,060  per  patient.  This  cost  is  not 
a reflection  of  cost  for  equivalent  services  at  a private  hospital 
since  our  costs  only  cover  equipment,  expendables  and  general 
personnel  costs.  Professional  fees  and  special  unit  rates  are  not 
included.  In  order  to  make  a fair  comparison,  this  cost  is  2.5 
times  the  cost  of  an  uncomplicated  elective  heart  surgery  cost 
at  our  hospital.  Using  the  conservative  fee  of  $15,000  for 
elective  uncomplicated  heart  surgery,  the  estimated  cost  for 
our  patients  at  a private  hospital  would  be  $37,000  per  patient 
which  is  a more  realistic  cost  estimate. 

In  summary,  the  majority  of  patients  without  a history  of 
drug  abuse  needing  urgent  cardiac  valve  replacement  due  to 
infective  bacterial  endocarditis,  will  have  streptococal  involve- 
ment of  a previously  normal  aortic  valve. 

Echocardiography  of  blood  cultures  are  positive  in  appro- 
ximately two  thirds  or  more  of  these  patients  and  severe  heart 
failure  is  the  main  indication  for  urgent  heart  surgery.  Expen- 
sive complicated  heart  surgery,  frequently  involving  complex 
double  procedures  plus  antibiotic  therapy  was  lifesaving  in 
two  thirds  of  our  patients. 
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The  Puerto  Rico 
Sickle  Cell  Disease 
Clinic  and  its 
Transition  into  a 
Genetic  Disease 
Program 

Pedro  J.  Santiago  Borrero,  MD 

Abstract:  The  Puerto  Rico  Sickle  Cell  Anemia  Education, 

Screening,  and  Counseling  Clinic  was  organized  at  the  Univer- 
sity Children’s  Hospital  (now  Pediatric  Hospital)  in  October 
1977,  funded  by  the  Bureau  of  Child  Health  Services,  Maternal 
and  Child  Health,  U.S.  Department  of  Human  and  Health 
Services.  The  work  performed  and  the  achievements  of  that 
project  during  the  last  six  years  are  described  here.  About  60,000 
educational  units  were  delivered  to  multiple  audiences,  regarding 
sickle  cell  disease  and  other  genetic  diseases  common  in  Puerto 
Rico.  Over  30,000  individuals  were  screened  for  hemoglobino- 
pathies and  other  inherited  disorders.  Confirmatory  testing  was 
provided  to  all  positive  and  doubtful  cases  detected  in  the 
screening  process.  About  2,500  individuals  received  genetic 
counseling  regarding  sickle  cell  and  other  hemoglobinopathies, 
and  some  other  inherited  diseases. 

The  prevalence  of  abnormal  hemoglobins  (Hb),  most  of  them 
Hb  S and  C,  in  various  towns  and  regions  of  Puerto  Rico,  was  the 
following:  Loiza  7.1%;  Rio  Grande  4.9%;  San  Juan  Area  3.1%; 
towns  near  San  Juan  (excluding  Loiza  and  Rio  Grande)  2.7%; 
large  coastal  towns,  outside  of  San  Juan,  1.4%;  central  towns 
0.7%. 

A survey  was  conducted  in  the  Dominican  Republic  and  in  St. 
Thomas,  U.S.  Virgin  Islands.  The  prevalence  of  abnormal  hemo- 
globins in  the  former  was  8.3%,  and  in  the  latter  14.5%.  Some 
data  on  thalassemia  trait  and  hemophilia  are  presented.  Results 
on  newborn  screening  for  PKU  and  hypothyroidism  were  also 
discussed. 

The  desirability  and  usefulness  of  this  type  of  screening  and 
counseling  service  were  emphasized,  and  the  conversion  of  the 
Puerto  Rico  Sickle  Cell  Clinic  into  a wider  genetic  disease 
program  for  Puerto  Rico  and  the  Virgin  Islands  was  informed. 

Special  consideration  has  been  given  nationally  to  sickle 
cell  disease  during  the  last  decade,  as  indicated  by  the 
approval  on  May  16,  1972  of  “The  National  Sickle  Cell 
Anemia  Control  Act”  (P.L.  92-294),  assigning  funds  for 
research,  education,  screening,  and  genetic  counseling  for  this 
disorder.  “The  National  Sickle  Cell  Anemia,  Cooley’s  Anemia, 
Tay  Sach’s,  and  other  Genetic  Diseases  Act  (P.L.  94-278),  was 
enacted  on  April  22,  1976,  superseding  the  former  act  and 
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authorizing  the  establishment  and  operation  of  genetic 
diseases  testing,  counseling,  and  education  programs. 

In  August,  1977  the  Bureau  of  Child  Health  Services,  Health 
Services  Administration,  Division  of  Maternal  and  Child 
Health  of  the  U.S.  Department  of  Health,  Education  and 
Welfare,  authorized  and  funded  a Sickle  Cell  Education, 
Screening,  and  Counseling  Clinic  in  Puerto  Rico.  It  was 
established  in  the  University  Children’s  Hospital  and  it  was 
originally  administered  through  the  Department  of  Health 
of  Puerto  Rico.  After  the  first  year,  its  administration  was 
transfered  to  the  University  of  Puerto  Rico  (UPR)  Medical 
Sciences  Campus,  where  it  operated  sucessfully  during  the 
last  five  years.  The  main  objectives  of  this  Clinic  were:  to 
provide  education  to  the  public  and  to  health  professionals 
regarding  the  nature  of  sickle  cell  anemia , and  the  inheritance 
of  the  gene  of  this  abnormal  hemoglobin  and  of  other  related 
disorders;  to  provide  screening  and  confirmatory  testing  to 
the  community,  emphasizing  groups  that  are  expected  to 
benefit  more  from  these  services,  such  as  newborns, 
adolescents,  pregnant  women,  and  adults  in  the  reproductive 
age;  to  provide  orientation  and  genetic  counseling  to 
individuals  found  to  be  carriers  of  the  abnormal  gene;  and  to 
insure  that  persons  affected  by  the  disease  are  treatd  and 
followed  up  properly. 

The  purpose  of  this  article  is  to  present  briefly  the 
experience  and  data  obtained  during  the  operation  of  this 
project,  and  to  discuss  its  transition  into  a wider  Genetic 
Disease  Screening  and  Counseling  Program. 

Material  and  Methods 

Material  and  methods  regarding  screening  and  testing  for 
hemoglobinopathies  are  described  in  a related  article  in  a 
recent  issue  of  the  “Boletín”  of  the  Puerto  Rico  Medical 
Association.1  Population  samples  were  also  tested  in  the 
Dominican  Republic  and  in  Saint  Thomas,  U.S.  Virgin  Islands. 

Screening  for  thalassemia  trait  was  performed  utilizing 
erythrocytes  mean  corpuscular  volume  (MCV)  and  mean 
corpuscular  hemoglobin  (MCH)  values  reported  by  the 
Automated  Coulter  Counter.2  Confirmation  of  the  diagnosis 
was  performed  by  studying  the  familigram,  determining  the 
amount  of  iron  stores  by  means  of  the  plasma  ferritin 
concentrations,  and  by  the  determination  of  red  cell 
hemoglobin  A2  levels  by  the  mirocolumn  chromatography 
method.3  Newborns  taken  at  random  from  the  University 
Pediatric  and  the  San  Juan  City  Hospitals  were  screened  for 
phenylketonuria  (PKU)  and  hypothyroidism  at  the  Pediatric 
Endocrinology  Laboratory  of  the  former  hospital  during  the 
last  two  years.  The  procedures  used  for  screening  for  these  two 
conditions  are  those  recommended  by  the  manufacturers  of 
the  PKU  Screening  and  the  Thyroid  Screen  Kits  under  the 
supervision  of  Dr.  Lillian  González-Pijem.4 

Screening  and  confirmatory  testing  for  hemophilia  and 
other  related  coagulation  disorders  was  performed  by  usual 
methods,5  an  over  one  hundred  individuals  referred  by 
physicians  from  the  University  Pediatric  Hospital,  and  from 
other  medical  facilities  in  Puerto  Rico. 

Results 

The  Puerto  Rico  Sickle  Cell  Anemia  Education,  Screening, 
and  Counseling  Clinic  operated  at  the  University  of  Puerto 
Rico  Pediatric  Hospital  during  the  last  six  years.  About  60,000 
educational  units,  as  defined  in  the  guidelines  for  these 
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projects,  were  delivered  to  multiple  audiences,  regarding 
sickle  cell  disease  and  other  genetic  diseases  common  in 
Puerto  Rico.  Over  30,000  individuals  were  screened  for 
hemoglobinopathies  and  other  inherited  disorders,  and 
confirmatory  testing  was  provided  to  all  positive  and  doubtful 
cases  detected  in  the  screening  process.  About  2,500 
individuals  received  genetic  counseling  regarding  sickle 
cell  and  other  hemoglobinopathies,  and  some  other  inherited 
diseases. 

The  prevalence  of  abnormal  hemoglobins,  mostly  hemo- 
globin S and  C,  in  the  San  Juan  Area  was  3.1%.  In  towns  near 
San  Juan,  excluding  Loiza  and  Rio  Grande,  the  prevalence 
rate  was  2.7%;  while  in  Loiza  and  Rio  Grande  it  was  7.1% 
and  4.9%,  respectively.  In  the  largest  coastal  towns  of  the 
Island,  outside  of  San  Juan,  it  was  1.4%.  But  in  the  central 
region,  represented  by  the  towrrs-of  Cidra  and  San  Sebastian, 
the  prevalence  was  0.7%. 

Data  on  the  geographic  distribution  of  abnormal  hemo- 
globins in  Puerto  Rico  are  presented  in  Table  1. 

Hemoglobin  S,  mostly  in  the  form  of  Hb  AS,  ocurred 
seven  times  more  often  than  Hb  C,  i.e.,  2.8%  versus  0.41%. 
Other  abnormal  hemoglobins  occurred  very  uncommonly, 
i.e.,  only  four  cases  among  29,586  individuals  tested,  or  about 
1.3  cases  per  each  10,000  persons. 

TABLE  1 


Prevalence  of  Abnormal  Hemoglobins 
(Most  Hb  S and  C)  in  Various  Regions  of 
Puerto  Rico  (1977-82) 


Individuals 

Positive  Cases 

Region 

Tested 

Total 

Percent 

Loiza 

1,921 

136 

7.1% 

Rio  Grande 

1,080 

53 

4.9% 

San  Juan  Area 

4,168 

129 

3.1% 

Towns  near  to  San  Juan* 

6,469 

176 

2.7% 

Large  Coastal  Towns 
outside  San  Juan** 

1,690 

24 

1.4% 

Central  Towns*** 

1,005 

7 

0.7% 

* Cataño,  Bayamón,  Guaynabo,  Trujillo  Alto,  Carolina  and  Canó- 
vanas. 

**  Arecibo,  Mayagiiez,  Ponce  and  Fajardo. 

***  Cidra  and  San  Sebastian. 

In  a survey  conducted  among  798  enlisted  men  in  the  Air 
Force  of  the  Dominican  Republic,  66  individuals  (8.3%)  were 
found  to  have  abnormal  hemoglobins,  including  the  following: 
55  AS  (6.9%);  9 AC  1.1%);  1 CC  (0. 12%),  and  1 AD(0.12%). 

Among  1,769  individuals  tested  in  St.  Thomas,  U.S. 
Virgin  Islands,  256  were  found  to  have  abnormal  hemoglobins 
(14.5%).  The  relative  proportion  of  abnormal  hemoglobins 
in  the  populations  studied  in  St.  Thomas,  the  Dominican 
Republic,  and  in  Puerto  Rico  is  shown  in  Table  2. 


Table  3 presents  data  on  sixty-three  (63)  individuals 
studied  and  proven  to  have  beta  thalassemia  trait.  The 
information  needed  to  determine  prevalence  of  alpha  and 
beta  thalassemia  trait  is  still  incomplete. 


TABLE  2 


Abnormal  Hemoglobins  Detected  in  St.  Thomas,  Dominican  Republic,  and 

Puerto  Rico  Between  1977  and  1982 

St.  Thomas 

Dominican  Republic 

Puerto  Rico 

Number 

Percent 

Number 

Percent 

Number 

Percent 

Individuals  tested 

1,769 

798 



29,586 



Abnormal  hemoglobins 

256 

14.5% 

66 

8.3% 

966 

3.3% 

AS 

167 

9.4% 

55 

6.9% 

830 

2.8% 

AC 

70 

4.0% 

9 

1.1% 

120 

0.4% 

ss 

6 

0.3% 

0 

— 

8 

0.03% 

SC 

9 

0.5%, 

0 

— 

4 

0.01% 

CC 

0 

— 

1 

0.1% 

0 

AD 

3 

0.2% 

1 

0.1% 

1 

0.003% 

AO  Arab 

0 

— 

0 

— 

3 

0.01% 

S Thai. 

0 

— 

0 

— 

0 

TABLE  3 

Clinical  Data  on  63  Persons  with  Beta  Thalassemia  Trait 


Children 

Adult 

Females 

Adult 

Males 

Whole 

Group 

NUMBER  OF  CASES 

29 

21 

13 

63 

SEX: 

Males 

13 

— 

13 

26 

Females 

16 

21 

— 

37 

AGE  (years) 

Range 

0.5-14 

15-67 

15-64 

0.5-67 

Mean 

6.5 

37 

30 

21.5 

HEMOGLOBIN 

Range 

8.5-13.7 

9.3-13.1 

1 1.1-14.5 

8.5-14.5 

(G/dl) 

Mean 

10.8 

11.3 

12.9 

11.4 

HEMATOCRIT 

(Percent) 

Range 

26.7-42.0 

28.5-39.3 

38.8-41.3 

26.7-41.3 

Mean 

32.2 

33.6 

38.5 

34.0 

MCV 

Range 

51-74 

56-70 

56-73 

51-74 

(0) 

Mean 

60.0 

62.7 

62.2 

61.4 

MCH 

Range 

16.7-24.9 

17.6-24.0 

18.8-24.8 

16.7-24.9 

(u  ugm) 

Mean 

19.8 

21.2 

20.8 

20.5 

HEMOGLOBIN  A, 

Range 

4.3-7. 8 

5. 1-8.1 

5. 4-7. 7 

4.3-8. 1 

(percent) 

Mean 

6.3 

6.5 

6.5 

6.5 

During  the  last  year  the  existing  sickle  cell  project  was 
expanded  to  do  screening  and  confirmatory  testing  for 
hemophilia  and  other  inherited  coagulation  disorders.  Over 
one  hundred  persons  suspected  to  have  hemophilia,  and  a few 
asymptomatic  individuals  likely  to  have  this  disease,  on 
account  of  their  kinship  to  known  patients,  have  been 
evaluated.  A roster  of  80  well  characterized  hemophiliacs  and 
a few  other  individuals  with  other  inherited  coagulation 
disorders,  has  been  prepared  and  made  avialable  to  the 
Pediatric  Hospital  and  to  its  emergency  room,  to  facilitate  the 
correct  management  of  these  patients. 

In  another  effort  to  diversify  its  screening  services,  the 
Puerto  Rico  Sickle  Cell  Anemia  Project,  along  with  the 
Developmental  Disabilities  Program  of  the  Department  of 
Health  of  Puerto  Rico,  sponsored  a pilot  study  for  the 
screening  of  newborns  for  PKU  and  hypothyroidsm.  In  the 
period  of  time  between  May,  1981  and  May,  1983  one  case  of 
PKU  was  diagnosed  among  14,099  newborns  studied.  In 
those  two  years  10  infants  with  hypothyroidism  were  found  in 
the  group  of  19,663  newborns  examined,  giving  an  incidence 
rate  of  1:2,000 ,4 

Discussion 

The  results  of  the  present  screening  program  for 
abnormal  hemoglobins  in  Puerto  Rico  have  been  discussed 
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partially  in  other  publications.1,5'6  The  prevalence  rate  figures 
for  abnormal  hemoglobins  presented  here  actually  supple- 
ment previous  data  collected  in  Puerto  Rico.1  Variations  in 
prevalence  in  the  various  geographic  regions  of  the  Island 
agree  with  the  clinical  observations  made  by  most  practicing 
physicians  on  the  Island.  The  differences  in  prevalence 
among  the  groups  studied  in  the  U.S.  Virgins  Islands,  the 
Dominican  Republic,  and  Puerto  Rico  are  also  in  general 
agreement  with  previously  known  information,  and  they 
probably  reflect  quantitative  differences  in  the  ethnic  and 
racial  backgrounds  of  these  communities. 

The  data  collected  in  the  Hemophilia  Laboratory  confirm 
the  existing  impression  that  there  is  a large  number  of 
hemophilic  patients  in  Puerto  Rico.  This  work  is  the  initial 
step  in  our  effort  to  provide  better  care  to  these  patients  and 
to  try  to  reduce  the  incidence  of  hemophilia  by  the  provision 
of  genetic  counseling. 

The  relatively  high  incidence  of  hypothyroidism  among 
our  newborns  (1:2,000)  is  an  unexpected  finding  which 
deserves  further  sutdy  and  intensification  of  the  present 
screening  program.  Additional  work  on  PKU  screening  is 
needed  to  clarify  how  significant  this  disease  is  in  our 
community,  in  order  to  determine  if  screening  for  this 
condition  is  justified  in  Puerto  Rico. 

Federal  funds  assigned  for  the  operation  of  the  Puerto 
Rico  Sickle  Cell  Disease  Education,  Screening,  and  Counse- 
ling Clinic  during  the  last  six  years  have  helped  significantly  to 
apply  modern  screening  techniques  here.  Sickle  cell  disease 
does  not  have  on  this  island  the  same  socio-economic  and 
health  implications  that  it  has  in  some  other  countries.  Howe- 
ver, sickle  cell  anemia,  along  with  other  hemoglobinopathies, 
including  the  thalassemia  syndromes,  is  one  of  the  most  com- 
mon genetic  diseases  in  our  community.  Inasmuch  as  the 
mortality  rate  and  morbidity  in  these  patients  is  high,  and 
therapy  is  at  most  palliative,  we  must  emphasize  preventive 
measures  which  depend  on  education,  and  reduction  of  preva- 
lence by  the  application  of  modern  screening  techniques,  follo- 
wed by  genetic  counseling  to  those  individuals  found  to  be 
carriers  of  the  abnormal  genes.  The  same  methods  permit 
early  diagnosis  and  prompt  application  of  the  correct  health 
care  plan  to  patients  who  suffer  the  disease.  The  same  princi- 
ples apply  to  other  genetic  diseases  which  are  common  in 
Puerto  Rico,  such  as  hemophilia,  glucose-6-phospate  dehydro- 
genase deficiency,  Down’s  syndrome,  hyperlipidemias,  and 
other  metabolic  disorders. 

Funding  of  the  Puerto  Rico  Sickle  Cell  Anemia  Project  was 
drastically  reduced  in  fiscal  year  1982-83;  and  it  was  slated  for 
discontinuation  in  September  1983.  However,  a new  proposal 
has  been  submitted  and  funded  by  the  Division  of  Maternal 
and  Child  Health  of  the  U.S.  Department  of  Human  and 
Health  Services,  to  provide  screening  and  counseling  services 
for  the  most  common  genetic  diseases  in  Puerto  Rico  and  the 
U.S.  Virgin  Islands.  This  new  program,  the  Puerto  Rico  Gene- 
tic Disease  Screening  and  Counseling  Clinic,  is  actually  an 
expansion  of  the  objectives  of  the  previous  project,  to  cover 
other  genetic  deseases  besides  sickle  cell  anemia,  and  an  exten- 
sion of  the  catchment  area  to  cover  the  whole  Island  of  Puerto 
Rico.  The  U.S.  Virgin  Islands  are  also  supposed  to  receive 
services  from  this  new  program. 

The  Puerto  Rico  Genetic  Disease  Clinic  will  emphasize 
newborn  screening  utilizing  automated  equipment  in  order  to 
be  able  to  process  large  numbers  of  samples  fast.  We  expect  to 
screen  about  30,000  newborns  for  PKU  and  hypothyroidism, 
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and  test  about  10,000  infants,  adolescents  and  pregnant 
women  for  other  genetic  conditions  annually. 

The  program  will  continue  emphasizing  hemoglobino- 
pathy screening,  and  counseling  services  to  children,  adoles- 
cents and  pregnant  women  from  Loiza,  in  coordination  with 
the  Loiza  Neighborhood  Health  Center.  It  will  also  increase 
diagnostic  services  for  individuals  suspected  to  have  inherited 
coagulation  disorders;  and  will  help  to  complete  the  organiza- 
tion of  a comprehensive  multidisciplinary  hemophilia  clinic  in 
the  Pediatric  Hospital. 

All  these  services  will  be  made  available  to  medically  indi- 
gent as  well  as  to  economically  solvent  individuals. 

Resumen:  En  octubre  de  1977  se  organizó  la  Clínica  de  Edu- 

cación, Consejo  y Detección  de  Anemia  Falciforme  de  Puerto  Rico, 
en  el  Hospital  Universitario  de  Niños,  financiada  por  el  Departa- 
mento de  Servicios  Humanos  y de  Salud  de  los  Estados  Unidos.  El 
trabajo  realizado  y los  logros  del  proyecto  durante  los  últimos 
seis  años  se  describen  en  este  trabajo.  Alrededor  de  60,000 
unidades  educativas  han  sido  ofrecidas  a múltiples  audiencias, 
respecto  a anemia  falciforme  y otras  enfermedades  hereditarias 
comunes  en  Puerto  Rico.  Más  de  30,000  individuos  han  sido 
cernidos  para  hemoglobinopatías  y otros  desórdenes  heredita- 
rios, y se  han  hecho  pruebas  confirmatorias  a todos  los  casos 
positivos  y dudosos  que  han  sido  detectados  en  el  proceso  de 
cernimiento.  Alrededor  de  2,500  individuos  han  recibido  consejo 
genético  respecto  a la  hemoglobina  falciforme  y otras  enferme- 
dades hereditarias. 

La  prevalencia  de  hemoglobinas  (Hb)  anormales  encontra- 
das, casi  todas  ellas  Hb  S y C,  en  varios  pueblos  y regiones  de 
Puerto  Rico,  es  la  siguiente:  Loíza  7.1%,  Río  Grande,  4.9%;  San 
Juan  3.1%;  pueblos  cercanos  a San  Juan  (excluyendo  a Loíza  y 
Río  Grande),  2.7%;  pueblos  costeros  mayores,  fuera  de  San 
Juan,  1.4%;  pueblos  centrales  de  la  Isla  0.7%. 

Se  condujo  una  encuesta  en  la  República  Dominicana  y en 
St.  Thomas,  Islas  Vírgenes.  La  prevalencia  de  hemoglobinas 
anormales  en  la  primera  fue  8.3%,  y en  la  segunda  14.5%. 
También  se  presentó  alguna  información  sobre  taras  de  talase- 
mia  y sobre  hemofilia,  y se  discutieron  los  resultados  del  cemi- 
miento  de  recién  nacidos  para  fenilcetonuria  e hipotiroidismo. 

Se  ha  enfatizado  la  deseabilidad  e importancia  de  este  tipo  de 
servicio  de  detección  y consejo  genético,  y se  informó  sobre  la 
conversión  de  la  Clínica  de  Anemia  Falciforme  de  Puerto  Rico  a 
un  Programa  más  amplio  de  enfermedades  genéticas  para 
Puerto  Rico  y las  Islas  Vírgenes. 
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Brain  Death:  Cerebral 
Dynamic  Study 
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Case  Summary 

A 36  year  old  man  with  history  of  drug  abuse,  hepatitis, 
and  neuropsychiatric  disorder,  was  admitted  on 
December  5,  1982  to  the  Psychiatry  Service  with  thediagnosis 
of  generalized  anxiety  disorder.  At  admission,  physical 
examination,  including  neurological  evaluation  was  essen- 
tially negative.  Laboratory  findings  were  also  normal. 

On  December  20,  1982,  the  patient  developed  upper 
abdominal  pain,  hepatic  enzymes  were  found  increased  and 
test  for  Australian  Ag  was  positive.  The  patient  also 
developed  fever  (103-104°F),  but  leukocyte  count  and  chest 
X-rays  were  normal.  Blood  and  urine  cultures  were  negative. 

On  February  13,  1983,  the  patient  developed  drowsiness, 
weakness,  and  progressive  confusion.  A spinal  tap  was 
performed  with  the  following  results:  protein,  369  mg/dl; 
glucose,  35  mg/dl;  cell  count,  142  leukocytes  (78%  mono- 
nuclear leukocytes),  and  8 erythrocytes/cu  mm.  Brain  scan 
("mTc  pertechnetate),  Fig  1),  was  negative,  except  for 
visualization  of  the  choroid  plexus.  An  axial  computed 
tomogram  showed  dilated  ventricles. 

On  February  14,  1983,  the  patient  developed  ptosis  of  the 
left  upper  eyelid,  left  eye  midriasis,  internuclear  ophthalmo- 
plegia, and  left  hemiparesis.  The  next  day,  he  was  found  to 
have  neck  rigidity  and  positive  Kernig  and  Burdzinski  signs. 
A spinal  tap  was  repeated,  with  results  similar  to  previous  one. 


From  the  Nuclear  Medicine  and  Medical  Services,  Veterans  Administration 
Medical  and  Regional  Office  Center  and  the  University  of  Puerto  Rico  School  of 
Medicine,  San  Juan,  Puerto  Rico. 


Fig.  1:  Brain  scan  (^mTc  pertechnetate)  posterior  view  on  Feb.  14,  1983  is 
normal.  Dural  venous  sinuses  (arrow)  are  well  delineated. 


Cultures  were  negative  for  bacteria  and  fungi.  Bone  marrow 
aspiration,  biopsy  and  cultures  rendered  negative  results  too. 
The  patient  received  empiric  treatment  with  nafcillin, 
chloramphemicol,  penicillin  and  antituberculous . therapy 
with  isoniazide,  rifampin,  and  ethambutol.  A right  lobe 
pneumonia  with  atelectasis  occurred  later  the  same  week, 
followed  by  adult  respiratory  distress  syndrome  and  septic 
shock.  Thereafter,  his  sensorium  and  neurological  condition 
continued  worsening,  and  he  became  stuporous  in  about  one 
week. 
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A second  brain  scan  ("mTc  DTPA)  was  performed  on 
February  23,  1983  which  revealed  increased  localization  in 
the  expected  location  of  the  Sylvian  fissures. 

On  March  9,  1983,  the  patient  had  cardiorespiratory 
arrest  and  became  comatose.  All  reflexes  were  absent, 
including  brainstem  functions.  A third  brain  dynamic  and 
static  scans  were  done  (Fig.  2).  The  dynamic  study  revealed 
tracer  arrival  with  distribution  only  to  the  external  carotid 
system.  No  perfusion  was  seen  through  the  internal  carotid 
arteries  or  to  the  brain.  The  static  views  show  paucity  of 
activity  in  the  cerebral  hemispheres  and  poor  delineation  of 
the  venous  sinuses.  This  study  was  interpreted  as  indicative  of 
absent  cerebral  blood  flow  such  as  seen  in  brain  death. 


Fig.  2:  Consecutive  aerial  anterior  views  of  dynamic  phase  of  brain  scan 
("mTc  DTPA)  on  March  16,  1983  show  the  radioactive  bolus  entering  the 
common  carotid  and  external  carotid  territory,  but  not  the  cerebral  arteries. 


Fig.  3:  Brain  scan  (v,mTC  DTPA)  posterior  view  on  March  16,  1983  shows 
relative  paucity  of  activity  in  the  cerebral  hemispheres  and  very  poor 
visualization  of  the  venous  sinuses.  (Compare  to  Fig.  1). 


Subsequently,  patient  developed  central  hypothermia, 
hyperglycemia,  thrombocytopenia,  and  altered  coagulation 
patterns.  Cardiorespiratory  arrest  occurred  and  the  patient  was 
declared  dead  on  March  23,  1983.  Post  mortem  exam 
revealed  advanced  cerebral  softening  which  did  not  permit 
histological  examination. 
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Fig.  4:  Time  activity  curves  of  internal  carotid  (CAR,  above)  and  middle 
cerebral  artery  (MCA,  below)  territories  during  dynamic  phase.  The  curves 
corresponding  to  the  carotid  arteries  have  a normal  configuration  while  those 
obtained  from  the  middle  cerebral  artery  areas  are  flat. 


Discussion 

The  generally  accepted  criteria  for  determination  of  death 
are  either  irreversible  cessation  of  circulatory  and  respiratory 
functions,  or  irreversible  absence  of  all  functions  of  the  brain, 
including  the  brain  stem.  Irreversibility  is  recognized  when 
evaluation  demonstrates  that  the  cause  of  coma  is  established 
and  is  sufficient  to  account  for  the  loss  of  brain  functions,  and 
that  the  possibility  of  recovery  of  any  cerebral  function  is 
excluded.  Cessation  of  cerebral  function  should  persist  for  an 
appropriate  period  of  observation  and  trial  of  therapy  or 
both.1 

A determination  that  blood  flow  to  the  brain  is  absent 
may  be  used  to  demonstrate  a sufficient  and  irreversible 
condition.  Complete  interruption  of  circulation  to  the 
normothermic  adult  brain  for  more  than  ten  minutes  is 
incompatible  with  survival  of  brain  tissues.  Four  vessel 
intracranial  angiography  is  definitive  for  diagnosing  absence 
of  blood  flow  to  the  entire  brain  but  is  accompanied  by 
substantial  difficulties  and  risks.  There  are  tests  that  assess 
circulation  in  the  cerebral  hemispheres,  namely  radioisotope 
bolus  cerebral  angiography  and  gamma  camera  imaging  with 
radioisotope  cerebral  angiography.1  Absence  of  cerebral 
blood  flow,  plus  clinical  absence  of  all  brain  functions  for  at 
least  six  hours  is  diagnostic  of  cerebral  death. 

Cerebral  radionuclide  angiography  as  was  performed  in 
this  patient  is  being  used  as  a noninvasive  alternative  to 
contrast  angiography,  particularly  in  situations  where  the 
dynamic  status  of  circulation  is  under  question,  but  the 
anatomic  detail  is  of  less  concern,  as  it  is  in  suspected  brain 
death.2  The  procedure  is  technically  simple  and  may  be 
performed  at  the  bedside  employing  mobile  equipment.  The 
patient  receives  an  intravenous  bolus  injection  of  "mTc 
sodium  pertechnetate.  Sequential  anterior  images  of  the 
cerebral  blood  flow  are  recorded  continuously  for  a total  of 
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sixty  seconds.  Arterial,  capillary  and  venous  flows  are 
evaluated.  Arrest  of  the  brain  circulation  is  indicated  by 
bilateral  absence  of  flow  in  the  internal  carotid  system  and  in 
the  sagittal  sinus.  Radioactivity  in  the  scalp,  which  is  supplied 
by  the  external  carotid  arteries,  is  not  affected. 

Radionuclide  angiography  done  in  the  usual  anterior 
projection  evaluates  only  the  anterior  cerebral  circulation. 
Absence  of  anterior  circulation  indicates  death  of  both 
cerebral  hemispheres;  therefore,  brain  stem  reflexes  should 
also  be  absent  for  the  diagnosis  of  cerebral  death  to  be 
ascertained. 

One  criterion  about  which  there  has  been  controversy  is 
that  of  the  use  of  electroencephalogram  (EEG)  as  a flat  or 
isoelectric  tracing  as  confirmatory  evidence  of  brain  death.  A 
retrospective  study  from  Birmingham,  where  EEG’s  were 
widely  used  led  to  the  conclusion  that  a flat  EEG  did  not 
always  correlate  with  brain  death  and  that  there  could  be 
some  electrical  activity  despite  brain  death  and  widespread 
damage  to  the  brain  being  found  at  autopsy.3 

The  cost  effectiveness  of  brain  scintigraphy  is  relatively 
high.  It  is  a sensitive  method  for  the  detection  of  decreased 
cerebral  perfusion  for  which  there  is  no  computed  tomography 
equivalent.4 

Whatever  the  cause  of  brain  death,  it  is  usually  followed 
by  cardiac  asystole  in  a period  of  one  to  seven  days  after  the 
diagnosis  of  cerebral  death  is  made.5  Most  frequent  causes  of 
brain  death  are  head  trauma  followed  closely  by  spontaneous 
intracranial  hemorrhage.5  6 In  the  case  discussed,  cerebral 
death  was  diagnosed  by  cerebral  radionuclide  angiography 
fourteen  days  prior  to  cardiac  asystole. 

Increasing  ability  of  today’s  medicine  to  maintain  life  by 
means  of  mechanical  support  in  the  presence  of  irreversible 
cessation  of  cerebral  function  has  caused  increased  interest  in 
the  search  of  reliable  methods  for  determining  brain  death. 
The  primary  goal  of  the  diagnosis  is  to  not  prolong  dying 
beyond  all  reason  and  to  spare  the  relatives  long-drawn  out 
terminal  events  when  all  hope  has  been  lost.6 
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Surgical  Treatment  of 
Cerebral  Ischemia 

Ricardo  H.  Brau,  M.D. 

Cerebrovascular  accidents  (CVA)  are  the  third  cause  of 
death  in  Puerto  Rico.1  Although  the  incidence  has  been 
slowly  declining  in  Puerto  Rico  since  1977  CVA  still  took 
1269  lives  in  1980. 1 The  same  pattern  of  slow  decline  in  the 
incidence  of  CVA  has  been  observed  in  the  United  States  of 
America.2  According  to  the  Framingham  CVA  Study3  acute 
ischemic  strokes  occur  in  73%  of  all  CVA  and  involves  a 15% 
mortality  rate.  If  this  pattern  is  also  followed  in  Puerto  Rico  it 
indicates  that  there  were  6176  patients  in  1980  that  sufferred 
an  ischemic  stroke,  that  is,  1 7 patients  per  day.  Many  of  these 
patients  survived  crippled  with  a neurologic  deficit.  Consider- 
ing that  the  amount  of  patients  incapacitated  by  CVA  is 
cumulative;  meaning  that  year  after  year,  new  patients  are 
added  to  the  list  of  stroke  disabled  patients,  then  the 
magnitude  of  this  number  becomes  astronomical.  The  social, 
economic  and  humane  importance  of  CVA  is  impressive  after 
just  briefly  realizing  the  number  of  patients  we  are  talking 
about. 

It  is  the  purpose  of  this  article  to  discuss  the  patho- 
physiology and  review  the  surgical  techniques,  patient 
evaluation,  indications,  complications  and  most  recent 
advances  in  operative  procedures  dealing  with  ischemic 
CVA. 

Background 

The  neural  tissue  is  extremely  dependent  on  oxygen,  and 
consumes  oxygen  at  the  constant  rate  of  3.3  ml/ 100 
gr./min.4.  The  brain  maintains  no  reserves  of  oxygen  and, 
therefore,  only  10  to  15  minutes  of  hypoxia  is  certainly  fatal 
to  neurons.4,5  Obviously  the  oxygen  is  constantly  delivered  to 
the  cerebral  tissue  through  the  circulation.  Failure  of  blood 
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to  circulate  in  the  brain  tissue  is  defined  as  cerebral  ischemia. 4,5 
The  etiology  of  cerebral  ischemia  is  multiple  and  the 
detailed  discussion  of  it  is  beyond  the  scope  of  this  article. 
When  ischemia  progresses  beyond  certain  critical  level, 
cerebral  tissue  destruction  occurs,  that  is  infarction.4 

During  recent  years  with  the  development  of  the  different 
techniques  of  cerebral  blood  flow  (CBF)  measurements, 
attempts  have  been  made  to  define  the  critical  CBF  level  for 
ischemia  and  infarction.5'9  Studies  in  man  and  monkeys  have 
shown  the  average  normal  CBF  is  50cc/100gm/min.4'13 
Controlled  studies  in  monkeys13  have  shown  that  mild 
neurological  deficits  develop  when  the  CBF  falls  below  20- 
25cc/100gm/min.;  however,  no  infarction  developed  at  that 
CBF.  The  development  of  infarction  is  a function  of  intensity 
and  duration.  The  infarction  threshold  is  about  17-18cc/ 
100gm/min.  if  this  CBF  is  maintained  for  several  hours. 5,6,13 
If  CBF  is  lowered  to  6cc/100mg/min.  for  a few  minutes 
cerebral  infarction  develops.  It  is  theoretically  possible  to 
have  a patient  with  a chronic  CBF  in  the  range  of  20-25 
cc/100gm/min.  with  symptomatic  neurologic  deficits  but 
without  infarction.  How  often  this  occurs  in  clinical  practice 
is  not  known. 

Clinical  Presentation 

The  most  common  etiology  of  cerebral  ischemia  in  the 
adult  population  is  arteriosclerosis.5,  8<  12  Arteriosclerosis 
produces  symptoms  of  cerebral  ischemia  by  promoting 
progressive  vessel  stenosis,  vessel  occlusion,  and  plaque 
ulceration  associated  with  cerebral  micro  emboli.11  The 
combination  of  these  three  mechanisms  could  be  operating 
simultaneously.  The  vessels  involved  could  be  located 
extracranially,  like  the  cervical  carotids  or  vertebral  arteries, 
or  intracranially.5 

The  neurologic  deficits  produced  by  cerebral  ischemia  are 
classified  into  four  major  groups.5,  12  Transient  ischemic 
attacks  (TIA)  are  episodes  of  temporary  neurologic  deficits 
of  less  than  24  hours,  usually  lasting  2 to  15  minutes.  Most  of 
the  time  they  are  related  to  microemboli  to  the  cerebral 
circulation.  Amaurosis  fugax  is  defined  as  a TIA  of  the  retina 
associated  with  transient  monocular  blindness.  Over  92%  of 
the  patients  with  amaurosis  fugax  have  arteriosclerotic 
carotid  disease.11 

Reversible  ischemic  neurologic  deficits  (RIND)  is  a 
temporary  neurologic  deficit  that  lasts  over  24  hours  but 
leaves  no  neurologic  sequela. 

A completed  stroke  is  a focal  neurologic  deficit  that  came 
abruptly  and  has  become  stabilized.  This  deficit  could  be 
mild,  moderate  or  severe. 
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The  fourth  clinical  picture  that  cerebral  ischemia  can 
produce  is  “stroke  in  evolution”;  this  is  defined  as  a patient 
with  a progressive  neurologic  deficit  that  is  increasing  in 
severity.  This  can  occur  in  gradual  or  stepwise  fashion.  This 
group  of  patients  have  a poor  prognosis. 

The  importance  of  the  patients  that  present  with  TIA  and 
RIND  is  that  they  have  no  permanent  neurologic  deficit  or 
impairment.  In  addition,  follow  up  of  the  patients  with  TIA 
has  shown  an  incidence  of  completed  stroke  in  up  to  62.3%  of 
them  when  followed  for  five  years,29  half  of  them  occuring  in 
the  first  year.13  14  So  these  patients  are  in  high  risk  of 
developing  a permanent  and  possibly  incapacitating  stroke. 

Clinical  Evaluation 

When  a patient  comes  to  the  physician  with  a history  of 
TIA  or  RIND  it  is  of  ultimate  importance  to  listen  to  the 
patient’s  complaints  because  the  patient  will  have  no  positive 
neurologic  deficits.  The  history  will  suggest  the  diagnosis. 
However,  the  patient  may  present  some  signs  that  could 
indicate  cerebro  vascular  problems.  It  is  important  to  listen 
for  bruits  over  the  cervical  carotid  bifurcation  area,  over  the 
orbits  (suggestive  of  intracranial  internal  carotid  or  middle 
cerebral  stenosis)  and  over  the  supraclavicular  area  (sub- 
clavian or  vertebral  arterial  pathology)  and  the  blood 
pressure  and  pulse  should  be  measured  in  both  arms. 
Evaluation  of  the  cardiovascular  system,  especially  looking 
for  hypertension,  arrhythmias,  diabetes  mellitus,  and  ischemic 
cardiac  disease  are  in  order.  This  evaluations  are  pertinent  in 
patients  that  present  with  a complete  stroke  as  well. 

Cervical  bruits  have  been  correlated  with  significant 
arterial  disease  in  over  75%  of  the  patients.21 

Once  this  examination  is  done,  I recommend  that  all 
patients  with  TIA’s  and  RIND  or  non-severe  neurologic 
deficits  and  who  are  not  crippled  from  a major  medical 
condition  (severe  ischemic  heart  disease,  cancer,  complicated 
diabetes  mellitus,  etc.)  should  undergo  non-invasive  cerebro- 
vascular studies.  The  non-invasive  cerebrovascular  studies 
available  are  an  audiofrequency  analysis  of  bruit,  Doppler 
ultrasonic  scanning,  real  time  B-mode  ultrasonographic 
scan,  ophthalmodynamometry,  oculopneumoplethysmo- 
graphy and  directional  Doppler  flow  studies.  Unfortunalety 
there  is  no  ideal  non-invasive  test23  and  ulcerated  non- 
stenotic  symptomatic  plaques  are  frequently  missed  by  these 
studies.  None  of  these  replace  the  cerebral  angiogram  as  the 
definitive  diagnostic  test.23  The  non-invasive  studies  help  to 
select  some  patients  for  angiography,  like  the  elderly.  In  some 
patients  the  non-invasive  studies  could  be  bypassed,  like  a 
middle  age  otherwise  healthy  male  with  repeated  episodes  of 
amaurosis  fugax  and  ipsilateral  carotid  bruit. 

A new  test  that  may  obviate  the  use  of  conventional 
angiography  is  digital  substraction  angiography.32  This 
technique  uses  the  latest  computer  advances  to  visualize  the 
major  cervico-intracranial  cerebral  vessels  with  the  injection 
of  iodinated  dye  intravenously  (analogous  to  an  IVP). 
Unfortunately  this  equipment,  because  of  its  high  cost,  is  still 
not  available  in  Puerto  Rico. 


Medical  Therapy 

Although  the  discussion  of  the  medical  therapy  of 
ischemic  stroke  is  not  the  major  goal  of  this  article;  the  recent 
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developments  in  antiplatelet  medication  research  deserves  a 
few  comments.15'20 

Aspirin  (acetyl  salicylic  acid,  ASA)  has  been  the  classical 
agent  that  affect  platelet  function.  Multiple  clinical  studies 
have  been  published  in  reference  to  how  efficiently  aspirin 
protects  against  stroke  and  death.  Among  the  several  studies 
done  there  are  four  major  cooperative  studies,  that  because  of 
the  large  number  of  patients,  randomized  double  blind 
techniques  and  good  control  of  the  variables  are  outstanding 
and  reliable.15'18  The  American  and  French  studies  have 
shown  a reduction  of  stroke  incidence  in  patients  taking 
ASA.16- 18  The  Canadian  study15  showed  a 31%  reduction  of 
stroke  incidence  in  male  patients  treated  with  ASA.  The 
female  patients  had  no  benefit  from  the  ASA  treatment. 
Meanwhile  the  Danish  study17  demonstrated  no  benefit 
whatsoever  from  the  ASA  therapy  in  reducing  the  stroke 
incidence. 

Interpretation  of  these  studies  suggests  that  aspirin  may 
have  a suboptimal  beneficial  effect  in  the  prevention  of 
stroke;  however,  the  effectiveness  of  this  treatment  is  not 
absolute  and  many  patients  taking  ASA  will  proceed  to  have 
a complete  stroke.  We  should  be  alert  for  the  development  of 
more  effective  antiplatelet  agents. 

It  should  be  emphasized  that  medical  conditions  that 
predispose  to  cerebral  ischemia  must  be  controlled  (high 
blood  pressure,  arrhythmia,  hypercholesteremia,  smoking, 
diabetes  mellitus,  polycytemia,  obesity,  etc.) 


Surgical  Therapy 

Surgery  is  indicated  in  patients  in  whom  the  neurologic 
symptoms  correlate  with  significant  angiographic  vascular 
lesions.  What  is  a significant  angiographic  lesion?  These  are 
an  ulcerated  plaque  and  complete  occlusion.22-  23'  24-  27  For 
example,  a patient  with  multiple  motor  TIA  and  contralateral 
80%  stenosis  of  the  cervical  internal  carotid.  (Fig.  1 & 2) 

The  two  major  surgical  procedures  performed  for 
cerebral  ischemia  are  cervical  carotid  endarterectomy  and 
cerebral  revascularization.22'25 

Cervical  carotid  endarterectomy  is  one  of  those  surgical 
procedures  that  has  passed  the  test  of  time.  The  first  carotid 
endarterectomy  was  performed  by  Correa  et  al  in  Buenos 
Aires  on  October  20,  1951. 23  Since  then  carotid  endar- 
terectomy has  evolved  to  todays  technique. 

Cervical  carotid  endarterectomy  is  indicated  in  high 
degree  stenosis  and  symptomatic  ulcerated  plaques.  Carotid 
endarterectomy  is  not  indicated  for  symptomatic  chronically 
totally  occluded  cervical  internal  carotid  artery.22  27  It  is 
advisable  to  do  a carotid  endarterectomy  in  a carotid  artery 
that  has  been  totally  occluded  for  less  than  72  hours.  Some  of 
these  patients  present  with  the  clinical  picture  of  stroke  in 
evolution  and  the  results  are  fair  spite  of  surgery;  however, 
some  patients  may  do  well  thanks  to  the  surgical  procedure. 

The  procedure  of  carotid  endarterectomy  consists  in 
opening  the  carotid  artery  at  the  site  of  the  atherosclerotic 
lesion  and  removing  the  ulcerated  or  stenotic  plaque. 

The  most  dreaded  surgical  complication  is  cerebral 
infarction.  This  could  occur  as  perioperative  embolization, 
operative  decreased  cerebral  perfusion  or  arterial  occlusion. 
Attention  to  technical  details  is  effective  in  avoiding  these 
complications.  In  an  excellent  editorial  monograph,  Dr. 
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Dergusun26  has  reviewed  the  stroke  incidence  and  mortality 
related  to  carotid  endarterectomy  using  different  techniques. 
The  intraoperative  stroke  incidence  was  0.6  to  3.0%  and 
mortality  0.0  to  2.7%,  redundant  to  point  out  the  small  risk  of 
this  surgery.  The  author’s  serie  shows  no  mortality  or 
intraoperative  stroke.  There  are  other  complications  of 
uncommon  incidence  like  wound  hematoma,  wound  infection, 
carotid  suture  line  dehiscence,  intraoperative  myocardial 
infarction,  etc. 


Cerebral  Revascularization 

What  other  surgical  options  are  available  for  a sympto- 
matically active  completed  internal  carotid  artery  occlusion  or 
high  degree  middle  cerebral  artery  stenosis?  This  lesions 
cannot  be  directly  surgically  attacked  due  to  technical 
problems  and  endarterectomy  in  this  conditions  is  associated 
with  a high  incidence  of  complications,  morbidity  and 
mortality.22'  24-  28  The  answer  to  this  problem  is  to  bypass  the 
inaccessible  lesion  and  provide  the  brain  with  added  collateral 
circulation.  Although  the  idea  of  how  to  deal  with  this 
problem  was  clear  a long  time  ago23  it  did  not  become 
clinically  feasible  until  1967,  when  after  many  years  of  making 
the  technique  of  microsurgery  and  microvascular  anastomoses, 
the  first  human  superficial  temporal  artery-middle  cerebral 
artery  (STA-MCA)  bypass  was  performed  by  Drs.  Donaghy 
and  Yasargil.30 

The  STA-MCA  bypass  procedure  consists  of  dissecting 
the  major  branch  of  the  superficial  temporal  artery  of  the 
scalp.3 ‘A  vessel  of  1 to  2 milimeters  in  diameter.  This  is 


Figure  1.  Left  common  carotid  angiogram  showing  a symptomatic  95% 
stenosis.  (See  arrow) 


Figure  2.  A left  common  carotid  angiogram  showing  a symptomatic  deep 
ulcerated  plaque.  (See  arrow)  Carotid  endarterectomy  was  carried  out 
successfully. 


Figure  No.  3a.  A left  common  carotid  angiogram  demonstrating  a totally 
occluded  internal  carotid  artery.  Note  proximal  stump  of  internal  carotid.  (See 
arrow) 
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Figure  3b.  Anteroposterior  view  of  a left  common  carotid  angiogram. 
The  superficial  temporal  artery  (arrow)  is  filling  the  middle  cerebral  complex 
(curved  arrow)  after  successful  STA-MCA  by  pass. 


Figure  3c.  Lateral  view  of  a left  common  carotid  angiogram  after  a STA-MCA 
by  pass.  Note  the  superficial  temporal  artery  (doble  arrow)  filling  with  added 
collateral  the  middle  cerebral  artery  vessels,  (curved  arrow) 


followed  by  a craniectomy  over  the  middle  cerebral  artery 
branches.  After  exposing  a large  middle  cerebral  artery 
(MCA)  branch,  usually  the  angular  artery,  an  end  to  side 
microanastomosis  is  performed.  The  anastomosis  is  perform- 
ed with  the  aid  of  the  operating  microscope  and  using  a 10-0 
monofilament  suture  material.  The  10-0  suture  material  is  22 
micron  in  diameter,  thinner  than  the  human  hair.  The  long 
term  patency  rate  is  over  90%.24,  25,  28 

The  most  frequent  indications  for  the  STA-MCA  bypass 
are  patients  with  neurological  symptoms  associated  with  a 
completed  total  internal  carotid  artery  (ICA)  occlusion,  a 
non-accesible  high  cervical  or  intracranial  internal  carotid 
stenosis  or  a middle  cerebral  stenosis  or  occlusion.  The  ideal 
candidates  for  surgery  are  patients  with  TIA  or  RIND,  but 
some  selected  patients  with  completed  stroke  may  benefit 
from  the  procedure  as  well.  In  some  selected  cases  with 
intracranial  giant  aneurysms  treated  by  internal  carotid 
artery  ligation,  STA-MCA  bypass  is  performed  to  protect  the 
brain  against  possible  cerebral  ischemia.  (Fig.  3-a;  3-b;  3-c) 

The  main  complication  of  this  procedure  involve  scalp 
necrosis,  subdural  hematoma  and  brain  infarction.  These 
occur  very  infrequently.  The  combined  mortality  and 
morbidity  is  0 to  4%.25,  28,  31 

In  Puerto  Rico  we  performed  the  first  STA-MCA  bypass 
in  198 1 . Since  then  we  have  done  over  ten  such  procedures  for 
the  previously  described  indications.  There  is  one  operative 
death  related  to  a cerebral  infarction  in  one  patient  with 
bilateral  internal  carotid  occlusion  crippled  with  4 to  10 
aphasic  TIA’s  daily.  This  patient  could  not  tolerate  the 
temporary  occlusion  of  the  MCA  branch  during  the  time  it 
took  to  do  the  anastomosis.  We  have  100%  patency  rate,  all 
of  them  proven  by  post-operative  angiography.  A detailed 
study  of  our  experience  with  STA-MCA  will  be  published  in 
the  near  future. 

The  STA-MCA  bypass  procedure  is  a relatively  new 
surgical  procedure,  and  its  effectiveness  will  be  clearly 
defined  after  the  multinational  STA-MCA  bypass  study 
publishes  its  results.  Meanwhile  the  author  feels  strongly  this 
is  a worthwhile  procedure  with  excellent  results  in  adequately 
selected  patients,  especially  if  we  consider  the  high  incidence 
of  a completed  stroke  after  TIA. 

Although  symptomatic  vertebro-basilar  artery  lesions 
producing  cerebral  ischemia  are  much  rarer  than  symptomatic 
carotid  artery  disease,  an  occipital  artery-posterior  inferior 
cerebellar  artery  bypass  has  been  devised  to  deal  with  these 
cases.  Large  series  of  patients  that  have  undergone  this 
procedure  are  not  available  as  yet.  Surgical  procedures  have 
been  designed  as  well  to  manage  proximal  vertebral 
symptomatic  lesions.  No  attempt  will  be  made  to  describe 
these  procedures  at  this  time. 


Conclusion 

A new  era  in  the  surgical  treatment  of  stroke  started  in 
1951  after  the  introduction  of  carotid  endarterectomy.  This 
treatment  has  now  been  improved  by  the  addition  of 
revascularization  procedures. 

These  recent  developments  have  extended  our  therapeutic 
horizons.  Patients  whose  clinical  symptomatology  make 
them  candidates  for  these  procedures  should  be  properly 
diagnosed  and  offered  the  opportunity  of  help  which  only 
this  type  of  surgery  can  give  them. 
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Hypothermia  in  the 
Tropics 

Charles  D.  Johnson,  MD,  FACC 

Abstract:  A case  of  hypothermia  in  Puerto  Rico  associated 

with  medical  illnesses  and  brain  death  is  reported.  Electrocardio- 
grams characteristic  of  those  in  hypothermia  were  present,  inclu- 
ding the  classical  J or  Osborne  waves.  The  electroardiogram  in 
hypothermia  is  reviewed. 

Hypothermia  may  occur  as  accidental  hypothermia,  in 
brain  death,  and  complicating  several  major  medical 
illnesses  with  normal  ambient  temperatures.1  3 

This  communication  describes  a case  of  hypothermia  in 
Puerto  Rico. 


Case  History 

This  47-year-old  male  was  admitted  to  the  University 
Hospital  on  October  30,  1982,  after  suffering  multiple 
abdominal  organ  trauma  secondary  to  a gunshot  wound  to 
the  abdomen.  There  was  hypovolemic  shock  requiring  15 
units  of  blood.  Extensive  abdominal  surgery  of  12  hours 
intraoperative  time,  was  performed.  Hypoxemia,  metabolic 
acidosis  and  Acute  Respiratory  Distress  Syndrome  ensued. 
The  heart  was  described  as  satisfactory.  Hemoglobin  was  8.2 
gm.  and  the  serum  calcium  7 meq/L.  The  maximal  temperature 
was  100. 6°F.  Subsequently,  cardiac  standstills  occurred.  A 
pericardial  friction  rub  was  heard.  Low  serum  potassium,  K 
(1.1  - 2.4  meq/L)  were  recorded.  Acute  oliguric  renal  failure 
transpired.  There  was  deep  coma,  and  an  electroencephalo- 
gram was  consistent  with  brain  death.  A platelet  count  was 
21,000;  alkalosis  followed.  The  heart  rate  was  52  per  minute. 
An  electrocardiogram  (ECG)  was  interpreted  as  left  bundle 
branch  block,  and  lidocaine  was  administered.  On  November 
3,  the  serum  K+  were  4.7  and  1 .5  meq/L.  Sepsis  occurred.  The 
temperature  was  less  than  35°C  (too  low  for  the  thermometer 
to  record). 

The  electrocardiographic  tracings  are  shown  in  figures  1-3. 


UPR  School  of  Medicine,  Section  of  Cardiology,  Río  Piedras,  Puerto  Rico 
00936. 


Figure  1.  (11-2-82)  2 a m.  - Atrial  flutter  (AF)  with  approximately  4:1  and  2:1 
conduction,  F rate  214  per  minute.  F-R  interval  0.17  S.  QRS  complexes  are 
broad,  0.14  S,  with  a terminal  positive  Osborne  wave. 

5:15  a.m.-  AF  with  variable  conduction;  4:1  in  first  lead  II  strip;  may  be  ±3.1 
overall.  The  QRS  morphology  differs,  is  broader  (0.20  - .25  S),  of  a left  bundle 
branch  block  pattern,  rate  79,  69  in  second  lead  II  strip.  There  is  only  a terminal 
notch  present  in  most  leads.  There  is  also  marked  initial  slurring  of  the  broad 
beats.  The  ST  segment  is  essentially  absent,  the  Osborne  wave  connects  directly 
to  the  T wave. 


Figure  2.  (11-2-82)  Serum  potassium  1.1  - 2.4  meq/L.  AF  with  4:1  and  variable 
conduction.  F rate  208.  F-R  0.20  S.  Ventricular  rate  52,  83.  The  QRS  contour  is 
slightly  different  in  leads  I and  II.  Discrete  Osborne  waves. 
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Figure  3 (11-3-82).  Temperature  35°F  or  less.  Potassiums  4.7  and  1.5  meq/L. 
Sinus  bradycardia  (rate  55,58)  in  upper  two  rows.  Osborne  wave.  ST  segments 
and  T waves  are  delineated.  Continuous  strips  - rate  43;  atrial  activity  isscarely 
visible  and  then  dissapears  completely.  A ventricular  escape,  a junctional  escape 
and  another  ventricular  escape  beat  occur,  terminated  by  a bizarre  ventricular 
beat  and  cardiac  asystole. 


Discussion 

Etiology 

Hypothermia  may  be  predisposed  by  or  caused  by 
accidental  exposure,  as  in  alcoholics  and  in  elderly  debilitated 
individuals,  neglected  cases  with  cerebrovascular  accidents 
or  cerebral  injury,  drug  overdose  and  cerebral  depressants, 
myxedema,  hypoglycemia,  uremia,  metabolic  acidosis, 
myocardial  infarction,  severe  circulatory  failure,  sepsis  and 
hypothermia  complicating  other  major  medical  illnesses  at 
normal  ambient  temperatures,  such  as  respiratory  failure  and 
pneumonia,  etc.1"4 

Pathology 

Hemoconcentration  and  sludging  of  blood  in  the  capil- 
laries in  hypothermia  are  associated  with  ventricular  dilata- 
tion; profound  hypotension  with  myocardial  hemorrhage 
and  infarction  may  result. 

Elec  troca  rdi  og  ra  m 

Electrocardiographic  changes  may  appear  as  the  temperature 
falls;  they  are  probably  caused  by  a direct  myocardial  effect. 

Early  changes,  when  the  temperature  is  above  85°F,  are: 
tachycardia  that  can  occur  early;  progressive  sinus  bradycardia 
(common  at  less  than  90°F);  inversion  of  T waves; 
prolongation  of  P-R  (first  fibrillation  with  a slow  ventricular 
response  (average  temperature  in  ventricular  beats;  a slowly 
inscribed,  broad,  positive  secondary  deflection  at  the  junction 
of  the  QRS  complex  and  the  ST  segment,  J point  elevation. 
This  is  the  characteristic  J or  Osborne  wave  whose  cause  is 
injury  current,  anoxia. 


Hypothermia  in  the  Tropics 

similar  to  those  of  a subarachnoid  hemorrhage;  bilateral 
bundle  branch  block;  cardiac  asystole,  ventricular  fibrillation 
(at  21-24°C).  The  changes  may  revert  without  residua.1’4"7 

There  are  impedance  of  sodium  entry  into  cardiac  cells, 
and  delays  of  the  upstroke  and  downstroke  of  the  membrane 
action  potential. 

Hypokalemia  was  also  present  in  this  case.  It  may  cause 
various  abnormalities,  including  sinus  bradycardia,  AF  and 
very  rarely  wide,  bizarre  QRS  complexes.  It  may  be  mainly 
responsible  for  the  slurred  broad  QRS  complexes  of  Figure 
I.7-8 

Hypothermia  (35°  - 26°C)  exists  in  brain  death,  and  could 
explain  the  electrocardiographic  changes  in  this  patient  with 
brain  death,  which  consist  generally  of  the  same  patterns  as 
described  above,  plus  broad  and  notched  P waves,  decreased 
voltage  and  intraventricular  conduction  disturbances.4 
Metabolic  acidosis,  acute  respiratory  and  renal  failure,  and 
sepsis  were  also  present.2,3 

Resumen:  Se  reporta  un  caso  en  el  que  se  hizo  el 

diagnóstico  clínico  de  hipotermia  asociada  a otras  condiciones 
médicas  y muerte  cerebral.  En  el  mismo  se  detectaron  los 
cambios  electrocardiográficos  característicos  de  ésta  condición, 
como  son  las  ondas  J ó de  Osbome.  Se  hace  una  revisión  de  los 
hallazgos  en  el  electrocardiograma  asociados  a la  hipotermia. 
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Advanced  changes,  at  temperatures  below  85°F,  are: 
the  Osborne  wave  (consistent  at  temperatures  less  than 
25°C);  muscle  tremor  artifacts — fine  constant  or  intermittent 
oscillations  of  the  baseline;  prolonged  QRS  complexes  with 
delayed  onset  of  intrinsicoid  deflection;  decreased  ventricular 
excitability;  pattern  of  sinoventricular  conduction;  changes 
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Food  Additives  and 
Childhood 
Hyperactivity* 

Richard  B.  Mailman,  Ph.D.** 
Mark  H.  Lewis,  Ph.D.** 

The  role  of  diet  as  a major  factor  in  the  etiology  of 
behavioral  disturbances  in  children  has  engendered 
serious  debate  among  professionals  and  concerned  lay 
groups.  Because  of  the  potential  implications  for  this  area  to 
impact  on  regulatory  policy  and  clinical  practice,  it  is  critical 
that  fundamental  scientific  principles  be  applied  rigorously. 

Defining  Hyperacitivity 

A major  pitfall  associated  with  attempts  to  assess  the 
purported  etiological  role  of  food  additives  with  behavioral 
disturbances  is  defining  what  is  meant  by  hyperactivity. 
From  a series  of  symposia  in  the  early  1960s,  one  researcher 
desribed  30  synonyms  and  nearly  100  characteristics  that 
had,  at  one  time  or  another,  been  related  to  this  syndrome.1 
Specific  learning  deficits,  impulsivity,  hyperkinesis,  short 
attention  span,  motor  and  coordination  deficits,  and  aggres- 
sion were  considered  to  be  common  manifestations. 

Currently,  the  acceptable  diagnostic  category  for  the 
symptoms  in  question  is  referred  to  as  attention  deficit  disor- 
der (ADD)  with  or  without  concurrent  hyperactivity.2  The 
criteria  used  for  such  a diagnosis  should  include  developmen- 
tally  inappropriate  inattention,  impulsivity  often  with  hyperac- 
tivity. These  symptoms  should  occur  before  age  7,  persist  for 
not  less  than  6 months  and  not  be  associated  with  severe  or 
profound  mental  retardation,  schizophrenia  or  affective  dis- 
order. Traditional  diagnostic  criteria,  however,  continue  to 
rely  on  vague,  subjective  constructs  (attention,  arousal,  dis- 
tractability)  for  which  inter-observer  agreement  is  lacking. 


* Contemporary  Nutrition  Vol.  8,  No.  6,  June  1983.  Reprinted  with 
permission  from  General  Mills  Inc..  Minneapolis.  Minnesota. 

**  Biological  Sciences  Research  Center.  Departments  of  Psychiatry  and 
Pharmacology,  University  of  North  Carolina.  School  of  Medicine.  Chape! 
HUI,  North  Carolina  27514. 


Nonetheless,  the  link  between  ADD  and  later  psychiatric 
disturbance,  plus,  its  prevalence  (up  to  5%  of  school-age 
children),  make  it  one  of  the  most  significant  of  childhood 
maladies.3 

Etiology  of  Attention  Deficit  Disorder 

It  is  usually  impossible  to  define  a specific  etiology  for 
ADD,  although  insult  to  the  central  nervous  system  can,  in 
many  instances,  cause  behavioral  sequelae  which  fit  the  pre- 
viously described  diagnosis.  Indeed,  the  common,  though 
outmoded,  synonym  for  ADD  with  hyperactivity  is  MBD  or 
minimal  brain  dysfunction.  Central  nervous  system  insult 
following  infection,  exposure  to  toxic  agents  (including  heavy 
metals,  such  as  lead,  pesticides,  and  other  agents)  as  well  as 
physiological  insults,  such  as  prolonged  hypoxia,  can  result 
in  profound  behavioral  and  developmental  consequences.4 
More  commonly,  though,  no  such  single  etiological  factor 
can  be  ascertained  for  children  with  ADD.  What  causes, 
then,  the  behavioral  changes  in  a child  for  whom  there  has 
been  no  documented  physiological  insult?  Cerebral  dysfunc- 
tion or  physiological  insult  may  be  profound  and  easily  diag- 
nosed or  they  may  be  subtle  and  undetectable,  using 
conventional  neurological  procedures. 

It  would  seem  logical  that  the  basic  research  laboratory 
would  provide  scientifically  sound  models  and  methodology 
for  studying  possible  brain  mechanisms  that  might  be  invol- 
ved in  such  subtle  alterations.  In  fact,  many  attempts  have 
been  made  in  establishing  animal  models  of  ADD  with  hype- 
ractivity. There  is  obvious  difficulty,  however,  in  applying 
results  observed  from  behavioral  changes  in  an  animal  spe- 
cies (e.g.,  changes  in  locomotion  in  the  rat)  to  the  complex 
behavior  that  characterizes  hyperactive  children.  It  is  clear 
that  earlier  laboratory  experiments  utilizing  increased  loco- 
motion in  animals  as  the  primary  characteristic  of  hyperacti- 
vity must  be  interpreted  cautiously  when  applied  as  a model 
of  ADD.4 

In  addition  to  the  above  criteria,  it  has  often  been  felt  that 
an  acceptable  animal  model  should  parallel  the  documented 
clinical  improvement  of  hyperactive  children  after  treatment 
with  the  stimulant  drugs  amphetamine  or  methylphenidate.5,6 
During  the  past  decade,  these  drugs  have  been  shown  to  act 
by  affecting  chemical  messenger  systems  in  the  brain,  particu- 
larly the  catecholamine  neurotransmitter  dopamine.  It  was 
reasoned  that  if  treatment  of  the  brain  dopamine  system 
caused  clinical  improvement  in  hyperactivity,  it  was  likely 
that  this  was  the  site  of  “lesions”  in  children  exhibiting  beha- 
vioral disturbances.  Moreover,  it  was  believed  for  many  years 
that  hyperactive  children  had  a paradoxical  response  to  am1 
phetamine,  since  their  hyperactivity  was  reduced;  whereas, 
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nonhyperactive  children  were  thought  to  be  stimulated  by 
this  drug.5,6  Recent  studies,  however,  conducted  with  both 
hyperactive  and  nonhyperactive  children  have  provided  evi- 
dence that  each  group  responds  to  amphetamine  or  methyl- 
phenidate  similarly,  both  with  improvement  in  cognitive 
performance  and  reduction  in  activity.7  8 Thus,  stimulants 
probably  do  not  exert  a “paradoxical”  effect  on  hyperactive 
children. 

There  has  been  no  paucity  of  proposed  models  for  defi- 
ning acceptable  criteria  for  hyperactive  animal  models.  Some 
examples  included  use  of  neurotoxicants  (such  as  6- 
hydroxydopamine),  heavy  metals  (e.g.,  lead),  social  isolation, 
split  brain  preparations,  viruses,  anoxia  and  mechanical 
lesions.9  While  these  animal  models  have  been  valuable  in 
targeting  possible  etiological  variables,  there  is  no  good  evi- 
dence for  neurochemical  differences  between  hyperactive  and 
nonhyperactive  children.4 


Food  Additives 

Despite  our  lack  of  knowledge  of  the  biological  basis  of 
ADD  and  our  subjectivity  in  diagnosing  the  syndrome,  it  has 
been  proposed  that  certain  food  constituents  are  a major 
etiological  factor.  This  idea  was  the  claim  of  the  late  Dr.  Ben 
Feingold  who  proposed  that  elimination  from  the  diet  of 
artificial  food  additives  and  naturally  occurring  salicylates 
(the  “Feingold”  or  “K-P”  diet)  caused  dramatic  behavioral 
improvement  in  50%-70%  of  all  hyperactive  children. 10  Early 
clinical  investigations  of  this  diet  that  did  not  use  double- 
blind, placebo-controlled  or  crossover  designs  largely  sup- 
ported the  claims  of  Feingold.  However,  these  early 
impressive  results  were  followed  by  better  controlled  studies 
using  these  requirements.11' 12  Results  from  more  controlled 
well-designed  studies  have  occasionally  found  “responders”  to 
additives  but  they  do  not  support  the  impressive  results  obtained 
in  earlier  clinical  trials  or  clinical  observations ,ll/ 12  Thus, 
additive-free  diets  may  be  occasionally  efficacious  in  the  con- 
trol of  childhood  hyperactivity  but  they  do  not,  as  originally 
claimed,  aid  the  majority  of  hyperactive  children. 

What  must  be  emphasized  is  the  general  issue  of  contro- 
lled clinical  studies.  Scientifically,  there  is  no  substitute  for 
adequately  controlled  experiments  that  u.  . such  methodolo- 
gical requirements  as  placebo  administration,  double-blind 
observations  and  random  assignment  of  subjects  to  treat- 
ment groups.  Several  studies  have  been  conducted  incorpora- 
ting these  minimal  methodological  requirements  using  children 
who  were  preselected  for  sensitivity  to  food  additives.  As  part 
of  the  design,  the  children  being  maintained  on  the  additive- 
free  diet  were  challenged  with  a food  color  mixture.  Contrary 
to  expectation,  only  a very  small  percentage  of  children  cha- 
llenged showed  any  evidence  of  behavioral  deterioration.11  12 

Another  experimental  strategy  has  been  to  directly  com- 
pare the  effects  of  the  additive-free  diet  to  the  known  effica- 
cious effects  of  stimulant  medication.  Whereas  the  drugs 
caused  significant  improvement  in  various  measurements, 
the  additive-free  diet  showed  no  such  effects.11  12 

Although  the  above  studies  have  been  unable  to  support 
the  claims  of  Feingold  and  others,  the  issue  of  dietary  consti- 
tuents and  hyperactivity  is  far  from  settled.  Numerous  Fein- 
gold Associations  have  been  established  throughout  the 
country.  Attempts  by  these  groups  to  set  regulatory  policy 
have  followed,  including  recommendations  for  placing 


symbols  on  food  labels  indicating  the  presence  of  artificial 
additives  and  excluding  artificial  colorings  and  flavorings  from 
federally  subsidized  school  lunch  programs.  Recently,  a 
Symposium  on  Defined  Diets  and  Childhood  Hyperactivity 
was  sponsored  by  the  National  Institutesof  Health.13  The  com- 
mittee acknowledged  that  “parents  and  other  observers  have  fre- 
quently reported  dramatic  improvements  in  hyperactive  chil- 
dren during  uncontrolled  trials  of  various  defined  diets. 
However,  such  dramatic  improvements  were  not  observed  in  a 
number  of  controlled  trials  reported  at  the  conference.14 
Although  that  expert  panel  made  conclusions  similar  to  the 
views  just  presented,  resolution  of  many  issues  was  felt  by  the 
conferees  to  require  more  basic  information. 

Red  Dye  #3:  Animal  Studies 

Only  one  specific  biological  mechanism  has  been  proposed 
that  could  link  a food  additive  with  hyperactivity.  In  1979,  it 
was  reported  that  the  food  colorant  Red  Dye  #3  had  a metabo- 
lic effect  on  rat  brain  tissue  as  demonstrated  by  inhibiting  the 
uptake  of  dopamine  and  other  neurotransmitters  in  in  vitro 
brain  membrane  preparations.15'16  Since  this  uptake  process  is 
a primary  system  for  the  termination  of  neurotransmitter 
action,  these  observations  suggested  a feasible  mechanism  by 
which  a food  colorant  could  affect  behavior.  It  is  known  that 
certain  potent  psychoactive  drugs,  (e.g.,  cocaine)  have  similar 
actions  on  neurotransmitter  uptake.  Thus,  these  observations 
were  used  to  conclude  that  Red  Dye  #3  might  be  a dietary 
factor  causing  significant  behavioral  alterations  in  children. 
However,  do  these  in  vitro  biochemical  results  support  such  an 
hypothesis? 

Although  other  researchers  have  indeed  found  similar 
effects  of  Red  Dye  #3  on  neurotransmitter  uptake  in  vitro , 
additional  biochemical  experiments  suggested  that  this  was  a 
result  of  nonspecific  interactions  of  Red  Dye  #3  with  biological 
membranes,  rather  than  a specific  central  nervous  system 
effect  such  as  occurs  with  cocaine.17  Thus  applying  basic  con- 
cepts of  pharmacology,  this  suggests  to  us  that  Red  Dye#3 
would  affect  many  areas  of  the  body  simultaneously  and,  at 
the  doses  conceivable  for  humans,  it  was  highly  unlikely  that 
Red  Dye  #3  would  affect  behavior.  Indeed,  in  preliminary 
animal  studies,  no  such  effect  on  behavior  was  observed.15 
Subsequent  data  using  rats  found  that  Red  Dye  #3  caused  no 
behavioral  changes  or  had  effects  only  at  near  lethal  doses. 18'19 
Moreover,  one  study  in  children  found  that  the  minor  behavio- 
ral changes  purportedly  caused  by  challenge  with  a mixture  of 
food  colors  could  not  be  linked  to  Red  Dye  #3. 19 

Thus,  the  simultaneous  application  of  several  disciplines 
of  pharmacology  and  toxicology  led  to  conclusions  quite  diffe- 
rent from  those  originally  proposed.  Red  Dye  #3  does  not 
appear  to  have  neurotoxic  properties  in  animals  or  to  cause 
behavioral  alterations  in  humans. 


Conclusions 

It  seems  clear  that  adherence  to  fundamentals  of  good 
study  design,  in  both  clinical  and  laboratory  studies,  is  essen- 
tial if  spurious  conclusions  are  to  be  avoided.  For  example, 
careful  pharmacokinetic  studies  are  necessary  in  order  to  esti- 
mate the  concentrations  of  an  agent  (e.g.,  Red  Dye  #3)  at  any 
suspected  target  site,  including  brain  tissue.  The  transition 
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from  in  vitro  data  to  clinical  practice  in  the  absence  of  this  type 
of  information  may,  ultimately,  result  only  in  damage  to 
scientific  credibility  among  consumers. 

Possible  explanations  of  why  a defined  diet  devoid  of 
specific  ingredients,  including  food  flavors,  preservatives, 
salicylates,  etc.,  may  be  beneficial  requires  two  lines  of  evi- 
dence. First,  possible  toxic  effects,  be  they  neurally  mediated 
idiosyncratic  reactions  to  such  agents  or  hypersensitivity 
(allergic)  responses,  must  be  clearly  documented  using 
double-blind,  placebo-controlled  human  studies.  Whether 
they  result  from  direct  or  indirect  effects  on  the  nervous 
system,  these  observations  would  then  provide  a basis  for 
further  studies.  To  date,  such  reproducible,  distinct  changes 
occuring  in  large  numbers  of  children  have  not  been  detected 
in  properly  controlled  clinical  studies.  Secondly,  laboratory 
studies  (in  vitro  or  in  vivo)  may  be  used  to  provide  reasonable 
biological  hypotheses.  However,  as  illustrated,  these  studies 
demand  adherence  to  appropriate  fundamentals  of  all  the 
scientific  disciplines  being  used. 
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This  is  a 51  years  old  female  with  a history  of  chronic 
headaches  who  developed  a right  oculomotor  palsy. 

Computerized  tomography  (CT)  done  during  the  intra- 
venous injection  of  contrast  shows  a peculiar  vascular  “finger- 
like” structure  originating  from  the  posterior  wall  of  the  right 
carotid  artery  bifurcation  and  projecting  postero-medially 
(See  figures  1 and  2). 

What  is  your  diagnosis? 


Figure  1 


Figure  2 


* Director,  Dept,  of  Radiological  Sciences 
University  of  Puerto  Jtico 

Medical  Sciences  Campus  Río  Piedras.  Puerto  Rico 
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C.T.  Diagnosis 


Diagnosis 

Aneurysm  of  the  right  posterior  communicating  artery. 

Carotid  arteriography  in  the  frontal  (figure  3)  and  lateral 
(figure  4)  projections  corroborates  the  diagnostic  impression. 


Figure  3 


Discussion 

CT  has  proven  its  value  in  the  investigation  of  chronic 
headaches  in  trying  to  look  for  treatable  etiological  entities. 
Our  experiences  at  the  Puerto  Rico  Medical  Center  Division 
of  Diagnostic  Radiology  and  the  Department  of  Neurosur- 
gery tell  us  that  the  presence  of  headache  and  oculomotor 
palsy  points  to  the  presence  of  an  aneurysm  of  the  corres- 
ponding posterior  communicating  artery.  It  is  due  to  the 
intimate  anatomical  relationship  between  the  posterior 
communicating  artery  segment  and  the  course  of  the  oculo- 
motor nerve  through  the  cavernous  sinus  bundle.  The  chro- 
nic headaches  probably  result  from  localized  restricted 
subarachnoid  bleeding. 


Figure  4 
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¡La  excelencia  nos  puso  al  frente... 
nuestros  clientes  nos  mantienen  ahí! 


Gelco  es  el  líder  en  la  industria  de  arrendamiento  de  vehículos  con 
hondas  raíces  en  nuestra  sociedad  puertorriqueña. 

Con  20  años  de  sólida  experiencia  que  se  traducen  en 
óptimos  y variados  servicios  para  nuestros  clientes. 


Más  de  2,500  clientes  individuales  y 
corporativos,  con  más  de  5,000  unidades. 


Con  los  mejores  servicios  y las  más  esmeradas 
atenciones. 


* Primera  en  facilidades  y recursos. 


* Con  un  Departamento  de  Renta 
Diaria  siempre  listo  para  ayudarle  a 
resolver  sus  necesidades  inmediatas  y 
a corto  plazo. 


Gelco  Vehicle  Leasing,  Inc. 

Carretera  No.  2,  Km.  6.8 
Villa  Caparra 

782-1717  Administración/Renta  Diaria 
792-9292  Departamento  de  Arrendamiento 


CARTAS  AL  EDITOR 


Sr.  Editor: 

En  la  página  319  del  Boletín  del  mes  de  julio,  aparece  un 
atinado  artículo  sobre  el  Centro  Médico  suscrito  por  el  Dr. 
Heriberto  Pagán-Sáez.  En  él,  el  autor  sugiere  unas  modifica- 
ciones que  “conllevan  cambios  fundamentales  de  política 
pública  a nivel  del  Departamento  de  Salud  y requiere  también 
legislación”.  Este  artículo  debe  ser  de  sumo  interés  para  la 
clase  médica  y lo  considero  tan  importante,  que  creo  merece 
discutirse  en  un  simposio,  si  posible,  auspiciado  por  la  Asocia- 
ción Médica  de  Puerto  Rico. 

Aunque  no  es  mi  intención  analizar  los  cambios  sugeridos 
por  el  Dr.  Pagán-Sáez,  sí  quisiera  comentar  algunas  de  sus 
manifestaciones  y señalar  datos  históricos  que  no  están  clara- 
mente establecidos  en  el  artículo. 

Al  escribir  el  autor  que  “la  idea  original  de  centralización 
no  es  operante  al  presente”  implica  que  lo  pudo  haber  sido  en  el 
pasado.  El  hecho  es  que  nunca  fue  operante  si  lo  analizamos 
desde  el  punto  de  vista  de  costo  y eficiencia. 

El  argumento  principal  que  el  Secretario  de  Salud  utilizó 
para  justificar  la  forjadura  del  Centro  Médico  fue  que  la 
centralización  reduciría  el  costo  de  la  operación  y mejoraría  la 
eficiencia  de  los  servicios  médicos.  La  postura  de  la  clase 
médica  desde  fines  de  la  década  del  1950  a través  de  Comités, 
Cámara  de  Delegados,  Juntas  de  Directores  y Presidentes  de 
la  AMPR  fue  siempre  que  lo  que  representaba  el  planeado 
Centro  Médico  no  era  una  centralización  razonable  y práctica 
sino  una  sobrecentralización  exageradísima  que  iba  a redundar 
precisamente  en  lo  contrario:  mayor  costo  y menor  eficiencia. 
Y así  sucedió  desde  el  principio. 

Escribe  el  Dr.  Pagán-Sáez  que  “la  camisa  de  fuerza  a que 
ha  estado  sometido  el  Centro  Médico  desde  el  punto  de  vista 
económico  y administrativo,  no  le  ha  dado  la  libertad  para  ir 
desarrollándose  a la  par  con  la  tecnología  médica  en  los  últi- 
mos 10  años”. 

Yo  creo  que  lo  que  ha  sucedido  es  a la  inversa.  El  Centro 
Médico  no  ha  sido  sometido  a una  camisa  de  fuerza.  Los 
sometidos  a tal  camisa  fueron  las  instituciones  que  fueron 
forzadas,  de  una  manera  u otra,  a incluirse  y a operar  dentro 
del  Centro  Médico  y bajo  las  limitaciones  impuestas  por  el 
reglamento  que  iba  a gobernar  al  Centro  Médico.  El  sistema 
(política  pública?)  que  se  impuso  ha  sido  lo  que  ha  limitado  el 
progreso  de  dichas  instituciones  y que  todavía  se  encuentran 
aprisionadas  dentro  de  dicho  encadenamiento. 

Este  tema  tiene  mucha  tela  que  cortar  y sería  impráctico  de 
mi  parte  tratarlo  de  abarcar  en  una  carta.  Por  eso  me  detengo 
aquí,  no  sin  antes  felicitar  al  Dr.  Pagán-Sáez  por  haberlo 
revivido. 

Atentamente, 

José  M.  Torres-Gómez,  M.D.,  F.A.C.C. 


Estimado  doctor  Villavicencio: 

Se  me  ha  consultado  en  varias  ocasiones  en  relación  a la 
posición  de  la  Academia  Americana  de  Pediatría,  respecto  a la 
presencia  de  Pediatras  en  la  Sala  de  Operaciones  durante 
cesáreas  electivas.  Al  presente,  la  posición  de  la  Academia 
respecto  a ésto  y cito  carta  de  la  doctora  Jean  D.  Lockhart, 
de  la  Academia  Americana  de  Pediatría,  publicada  en  JAMA 
245:1214,  marzo  27, 1982-  “the  Committee  of  the  Newborn  of 
the  American  Academy  of  Pediatrics  does  not  consider  that 
elective  repeated  cesarean  delivery  necessarily  constitutes  a 
high  risk  situation  for  the  infant.  However,  the  duties  of  the 
surgical  team  may  preclude  caring  for  the  distressed  infant. 
Therefore,  another  qualified  personnel  should  be  in  the  room 
to  care  for  the  infant”. 

En  la  recién  publicada,  “Guidelines  for  Perinatal  Care”  de 
la  Academia  Americana  de  Pediatría  y el  “American  College 
of  Obstetrics  and  Gynecology,  p.  66,  1983,  dice  el  informe: 
“repeated  cesarean  delivery  does  not  necessarily  constitutes  a 
high  risk  situation  for  the  neonate.  Because  the  duties  of  the 
surgical  team  may  preclude  their  caring  for  the  distressed 
infant,  however,  another  qualified  person  to  care  for  the 
neonate”. 

En  el  informe  publicado  en  el  Pediatrics  Vol.  64,  No.  6, 
diciembre  1979,  p.  970,  “responsibility  for  resuscitation  of  the 
newborn  may  be  delegate  to  appropriate  training  nurse,  anest- 
hesist,  nursery  nurse  and  respiratory  therapist”. 

En  esencia,  cada  hospital  debe  de  desarrollar  un  plan  para 
el  cuidado  del  niño  recién  nacido,  y la  persona  que  resuscite  a 
uno  de  estos  infantes  debe  de  ser  la  que  esté  mejor  cualificada 
para  hacerlo.  Le  estoy  sometiendo  esta  información  para  su 
mejor  uso.  Adjunto  le  incluyo  fotocopias  de  las  fuentes 
citadas. 

Atentamente, 

Pedro  M.  Mayol,  M.D.,  F.A.A.P. 

Presidente,  Capítulo  de  Puerto  Rico 

Academia  Americana  de  Pediatría 
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PERCUTANEOUS  BALLOON  PULMONARY 
VALVULOPLASTY:  Lababidi  Z,  Wu  JR.  Am  J Cardiol 
1983,  52:560-562. 


La  angioplastia  transluminal  con  balón  es  aceptada  como 
una  técnica  no-quirúrgica  para  la  dilatación  arterial  periférica. 
Los  éxitos  recientes  de  la  angioplastia  coronaria  en  adultos  ha 
inducido  a varios  grupos  en  los  EE.UU.  a aplicar  el  mismo 
principio  en  niños  con  coartación  de  la  aorta,  estenosis  pulmo- 
nar periférica  y más  recientemente  en  la  estenosis  pulmonar 
valvular.  Los  autores,  del  Hospital  Universitario  de  Missouri 
informan  su  experiencia  con  los  primeros  18  pacientes  a quie- 
nes sometieron  a valvuloplastía  pulmonar  con  balón  (VPB) 
por  vía  percutánea.  Las  edades  fluctuaron  entre  los  1 1 meses  y 
los  19  años.  El  balón  se  colocó  en  la  válvula  pulmonar  y se 
infló  a 80,  100  y 120  psi.  Cada  inflación  de  10  minutos  de 
duración.  En  todos  los  casos  el  gradiente  sistólico  a través  de 
la  válvula  mejoró  y la  presión  sistólica  ventricular  derecha 
disminuyó  a valores  normales.  No  hubo  insuficiencia  pulmo- 
nar en  ningún  caso  ni  complicaciones  relacionadas  al  proce- 
dimiento. 

El  mecanismo  por  el  cual  se  elimina  la  obstrucción  en  estos 
casos  se  cree  no  es  por  dilatación,  como  ocurre  en  las  arterias 
coronarias,  sino  por  una  ruptura  del  tejido  valvular.  La  VPB 
puede  ser  una  modalidad  alterna  para  el  manejo  de  la  esteno- 
sis pulmonar.  Tiene  la  ventaja  de  que  se  puede  efectuar  en 
infantes  donde  el  riesgo  quirúrgico  es  elevado,  puede  utilizarse 
de  forma  paliativa,  no  envuelve  una  toracotomía  y solo 
requiere  dos  días  en  el  hospital. 

Rafael  Villavicencio,  MD,  FACC 


NITROUS  OXIDE  ANALGESIA  FOR  REFRACTORY 
PAIN  IN  THE  TERMINALLY  ILL.  Fosburg,  M.T., 
Crone,  R.K.  JAMA  250:  511-513,  1983. 


El  dolor  torturador  y difícil  de  controlar  es  la  parte  mas 
angustiosa  del  cancer  terminal,  tanto  para  el  enfermo  como 
para  sus  familiares.  Los  autores  informan  cuatro  casos  de 
adolescentes  y un  niño  con  cánceres  en  sus  etapas  finales 


asociados  con  dolor  intolerable  a pesar  de  los  narcóticos. 
Fueron  tratados  con  inhalaciones  de  óxido  nitroso:  se 
comenzó  empleando  concentraciones  de  50%  por  máscara, 
aumentando  según  necesario  hasta  75%,  siempre  con  oxígeno 
(25%);  repitiendo  o interrumpiendo  las  inhalaciones  a petición 
del  paciente.  Todos  los  pacientes  se  calmaron;  disminuyó  la 
ansiedad  en  ellos  y sus  familiares;  después  del  efecto  de  la 
inhalación  los  pacientes  estaban  más  alertas  que  antes  de 
empezar  esta  forma  de  tratamiento.  Ninguno  tuvo  reacciones 
adversas  y todos  murieron  por  causas  ajenas  a las  inhalaciones 
y sin  sufrimiento. 

José  E.  Sifontes.  MD.  FAAP 


ACQUIRED  IMMUNODEFICIENCY  SYNDROME 
(AIDS):  PRECAUTIONS  FOR  CLINICAL  AND 
LABORATORY  STAFFS.  Morbidity  and  Mortality 
Weekly  Report,  November  5,  1982,  31:577-579. 


ACQUIRED  IMMUNODEFICIENCY  SYNDROME 
(AIDS):  PRECAUTIONS  FOR  HEALTH-CARE 
WORKERS  AND  ALLIED  PROFESSIONALS.  Morbi- 
dity and  Mortality  Weekly  Report,  September  2,  1983, 
32:450-451. 


Los  Centros  de  Control  de  Enfermedades  (Centers  for 
Disease  Control  - CDC)  han  reiterado  sus  recomendaciones 
para  que  los  profesionales  de  la  salud  se  protejan  adecuada- 
mente contra  la  transmisión  del  síndrome  de  inmunodeficien- 
cia  adquirida  (mejor  conocido  por  las  siglas  del  nombre  en 
inglés,  AIDS).  Las  recomendaciones  fueron  inicialmente  diri- 
gidas a aquellas  personas  que  proveen  atención  médica  a los 
pacientes,  y a quienes,  al  efectuar  análisis  de  laboratorio  o 
estudios  experimentales  en  animales,  manejan  especímenes 
clínicos.  El  artículo  de  septiembre  añade  sugerencias  para 
quienes  proveen  cuidado  dental  y para  quienes  llevan  a cabo 
autopsias  o proveen  servicios  funerarios.  Además  hace  énfasis 
en  que  no  hay  evidencia  de  transmisión  de  la  enfermedad  por 
contacto  casual  o por  difusión  aérea,  ni  han  ocurrido  casos  de 
AIDS  en  personal  clínico  o de  laboratorio  cuya  exposición 
fuera  específicamente  ocupacional.  Las  recomendaciones  son 
concisas  pero  lo  bastante  extensas  como  para  no  poder  ser 
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transcritas  en  este  espacio.  Copia  de  ellas  se  puede  obtener  a 
través  de  la  División  de  Epidemiología  del  Departamento  de 
Salud  (763-5977). 

La  base  de  estas  recomendaciones  es  que  AIDS,  aunque 
no  tiene  una  etiología  identificada,  se  comporta  epidemiológi- 
camente como  la  Hepatitis  B,  es  decir,  se  trasmite  mediante 
contacto  íntimo  y directo  de  membranas  mucosas  (como  es  el 
contacto  sexual  entre  homosexuales)  o por  la  inoculación 
percutánea  de  sangre  o sus  productos  (como  en  los  adictos  a 
drogas  intravenosas  y posiblemente  los  hemofílicos).  Por  lo 
tanto,  se  recomienda  que  los  profesionales  de  salud  y los  de 
servicios  fúnebres  tomen  precauciones  para  evitar  contacto 
directo  de  su  piel  o mucosas  con  sangre,  productos  de  sangre, 
excreciones,  secreciones  y tejidos  de  personas  que  padecen  (o 
se  sospeche  padecen)  AIDS. 

José  G.  Rigau-Pérez,  MD,  FAAP 


SMALL-CELL  CARCINOMA:  RE-TREATING 
PATIENTS  WHO  HAVE  LATE  RELAPSES.  Batist  G, 
Ihde  DC,  Zabell  A,  et  al,  National  Cancer  Institute,  Ann 
Intern  Med  98:472-474,  April  1983. 


When  patients  succesfully  treated  for  small-cell  carcinoma 
relapse  after  more  than  two  years  in  complete  remission: 
The  intensity  and  duration  of  the  initial  treatment  were  pro- 
bably inadequate. 

Patients  may  respond  to  a drug  regime  including  all  or 
some  of  the  chemotherapeutic  agents  used  initially;  however, 
response  is  usually  less  marked  and  of  shorter  duration  than 
initially. 

Of  the  six  patients  in  this  study,  five  were  treated  with  a 
drug  regime  that  included  all  or  some  of  the  drugs  used  in  the 
initial  treatment  regime.  Four  of  the  patients  responded  satis- 
factorily. The  median  duration  of  their  response  was  ten 
months  (range  2 to  18  months). 

According  to  the  authors,  this  is  the  first  comprehensive 
report  of  re-treatment  of  patients  who  had  small-cell  carci- 
noma and  who  relapsed  after  prolonged  disease-free  intervals. 

Ramón  E.  Figueroa  Lebrón,  MD,  FCCP 


SERUM  - ASCITES  ALBUMIN  CONCENTRATION 
GRADIENT:  A PHYSIOLOGIC  APPROACH  TO 
THE  DIFFERENTIAL  DIAGNOSIS  OF  ASCITES. 
Paré  P,  Talbot  J,  and  Heofs  JL.  Gastroenterology  85:240- 
244,  1983. 


Los  autores  evaluaron  la  tasa  de  la  concentración  de  albú- 
mina en  el  suero  a la  concentración  de  albúmina  en  líquido 
ascítico  en  pacientes  con  ascitis  por  enfermedad  hepática  o por 
malignidad.  Veintiocho  de  29  pacientes  con  ascitis  por  enfer- 
medad hepática  tuvieron  una  tasa  mayor  de  1.1;  14  de  15  con 
ascitis  por  malignidad  tuvieron  una  tasa  menor  de  1.1.  Los 
resultados  sugieren  que  una  tasa  mayor  de  1.1  ocurre  en 
presencia  de  hipertensión  portal  mientras  que  una  tasa  menor 
resulta  por  un  aumento  en  la  permeabilidad  capilar.  Estos 


datos  pueden  ser  de  utilidad  en  el  diagnóstico  diferencial  de 
ascitis,  ya  que  pacientes  con  ascitis  maligna  con  frecuencia 
tienen  la  citología  y el  antígeno  carcinoembriónico  negativos. 
Sin  embargo,  la  determinación  de  la  tasa  antes  mencionada  no 
establece  un  diagnóstico  de  malignidad.  En  ascitis  por  tuber- 
culosis, o algún  otro  proceso  inflamatorio  los  resultados  son 
probablemente  similares  a los  de  pacientes  con  ascitis  por 
malignidad. 

Angel  Olazabal,  MD 
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CENTRO  DE  INFORMACION 
DE  MEDICAMENTOS 
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Un  servicio  a todos  los 
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Amill  Acosta,  Samuel  A.  MD  - Escuela  de  Medicina  Universi- 
dad de  Puerto  Rico,  1978,  Especialidad:  Pneumología  - Ejerce 
en  Río  Piedras. 

Behar  Egozi,  Oscar  A.  MD  - Escuela  de  Medicina,  Universidad 
Autónoma  de  Guadalajara,  1973,  Especialidad:  Pediatría  - 
Ejerce  en  Vega  Baja. 

Castro  Carro,  Teresa,  MD  - Escuela  de  Medicina  Universidad 
Salamanca,  España,  1956,  Especialidad:  Psiquiatría  - Ejerce 
en  Santurce. 

Cintrón  Nadal,  Elsie,  MD  - Escuela  de  Medicina  Universidad 
de  Puerto  Rico,  1977,  Especialidad:  Radiología  - Ejerce  en  San 
Juan. 

Cotto,  Carmen  M.  MD  - (No  Res.)  - Escuela  de  Medicina 
Universidad  Central  del  Este,  República  Dominicana,  1980. 

Cruz  Mendieta,  Norma,  MD  - Escuela  de  Medicina  Universi- 
dad de  Puerto  Rico,  1976,  Especialidad:  Cirugía  Plástica  - 
Ejerce  en  Río  Piedras. 

Gonzáles  González,  Marcos,  MD  - Escuela  de  Medicina  Barce- 
lona, España,  1964,  Especialidad:  Obstetricia  y Ginecología - 
Ejerce  en  Ponce. 

López  Nieves,  Zoilo,  MD  - Escuela  de  Medicina  Santiago  de 
Compostela  y Autónoma  Sto.  Domingo,  1976,  Medicina 
General  - Ejerce  en  Carolina. 

Martínez  Rodríguez,  Hugo  E.  MD  - Escuela  de  Medicina  Uni- 
versidad de  Puerto  Rico,  1978,  Especialidad:  Oftalmología  - 
Ejerce  en  Río  Piedras. 

Padilla  Bafalluy,  Sofía  G.  MD  - Escuela  de  Medicina  Universi- 
dad de  Chile,  1971,  Especialidad:  Anestesiología  - Ejerce  en 
Mayagüez. 

Planell  Porrata,  Carlos  MD  - Escuela  de  Medicina  Zaragoza, 
España,  1975,  Especialidad:  Cirugía  Plástica  - Ejerce  en  Hato 
Rey. 

Reyes,  Raúl,  A.  MD  - Escuela  de  Medicina  Cornell  University 
Medical  College,  New  York,  1977,  Especialidad:  Neumología 
- Ejerce  en  Río  Piedras. 


Román  Gracia,  Marino,  MD  - Escuela  de  Medicina  Universi- 
dad de  La  Habana,  1960,  Especialidad:  Psiquiatría  - Ejerce  en 
Hato  Rey. 

Suárez  Castro,  José  E.  MD  - Escuela  de  Medicina  Universidad 
de  Navarra,  1975,  Especialidad:  Ortopedia  - Ejerce  en  Hato 
Rey. 
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Montañez  Huertas,  José  M.  MD-  Escuela  de  Medicina  Univer- 
sidad Autónoma  de  Guadalajara,  1976,  Especialidad:  Ortope- 
dia - Ejerce  en  Río  Piedras. 

Pagán  Sáez,  Heriberto  MD  - Escuela  de  Medicina  Universidad 
de  Puerto  Rico,  1959,  Especialidad:  Radiología  - Ejerce  en 
Hato  Rey. 


Rodríguez  Gómez,  Julio  R.  MD  - Escuela  de  Medicina  Univer- 
sidad Central  del  Este,  República  Dominicana,  1977,  Especia- 
lidad: Anestesiología  - Ejerce  en  Arecibo. 
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Quienes  saben  de  salud 
confían  la  suya 
a Triple-S. 


A la  hora  de  escoger 
un  plan  de  salud,  la 
mayoría  de  los 
empleados  de 
hospitales  prefieren 
Triple-S. 

Ellos  saben  lo  que  necesitan  en  un  plan 
de  salud  y escogen  Triple-S.  Tú,  que  quieres 
una  buena  protección  para  tu  familia,  fíjate 
que  quienes  saben  de  salud  confían  en  Triple-S. 
TRIPLE-S  ES,  SALUD,  SALUD,  SALUD. 


Los  empleados  de  los  siguientes  hospitales 
seleccionaron  Triple-S  como  su  plan: 


AREA  METROPOLITANA 

Hospital  Ashford  Memorial 
(antes  Presbiteriano) 

Hospital  Auxilio  Mutuo 

Hospital  De  Diego 

Clínica  Fernández  García 

Doctor's  Hospital 

Hospital  Dr.  I González  Martínez 

Hospital  El  Maestro 

Hato  Rey  Psychiatric  Hospital 

(Clínica  Julia) 

Hospital  Metropolitano 

Hospital  Mimtya 

Hospital  San  Carlos 

Hospital  San  Jorge 

Hospital  San  Martín 

Hospital  Matilde  Brenes,  Bayamón 

Hospital  San  Pablo,  Bayamon 


ISLA 

Clínica  Font,  Cayey 
Clínica  San  Rafael,  Caguas 
Hospital  Dr.  Gubem,  Fajardo 
Hospital  Dr.  Pila,  Ponce 
Hospital  San  Lucas,  Ponce 
Hospital  El  Buen  Pastor,  Areclbo 
Hospital  Font  Martelo,  Humacao 
Hospital  Nuestra  Sra.  del  Rosario, 
Vega  Baja 

Hospital  Dr.  Alejandro  Buitrago, 
Guayama 

Hospital  Santa  Rosa,  Guayama 
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The  weight  of 
objective  evidence 
supports  the  clinical 
efficacy  oí  ^ 

Dalmane  ® -» 

flurazepam  HCI/Roche 

15-mg/30-mg  capsules 

• Studied  extensively  in  the  sleep  labora- 
tory— the  most  valid  environment  for 
measuring  hypnotic  efficacy.1 12 


Studied  in  over  200  clinical  trials  involv- 
ing over  10,000  patients.13 
During  long-term  therapy,  which  is  sel- 
dom required,  periodic  blood,  kidney  and 
liver  function  tests  should  be  performed. 
Contraindicated  in  patients  who  are  preg- 
nant or  hypersensitive  to  flurazepam. 
Caution  patients  about  drinking  alcohol, 
driving  or  operating  hazardous  machinery 
during  therapy. 


References:  1.  Kales  A et  ah  J Clin  Pharmacol  17: 207- 


213,  Apr  1977  and  data  on  file,  Hoffmann-La  Roche  Inc., 
Nutley,  NJ.  2.  Kales  A:  Data  on  file,  Hoffmann-La  Roche 
Inc.,  Nutley,  NJ.  3.  Zimmerman  AM:  Curr  Ther  Res 
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ing  of  the  American  Psychiatric  Association,  Washing- 
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Dalmane®  ® 

(flurazepam  HCI/Roche) 

Before  prescribing,  please  consult  complete  prod- 
uct information,  a summary  of  which  follows: 
Indications:  Effective  in  all  types  of  insomnia  charac- 
terized by  difficulty  in  falling  asleep,  frequent  nocturnal 
awakenings  and/or  early  morning  awakening;  in  patients 
with  recurring  insomnia  or  poor  sleeping  habits;  in 
acute  or  chronic  medical  situations  requiring  restful 
sleep  Objective  sleep  laboratory  data  have  shown  effec- 
tiveness for  at  least  28  consecutive  nights  of  administra- 
tion. Since  insomnia  is  often  transient  and  intermittent, 
prolonged  administration  is  generally  not  necessary  or 
recommended.  Repeated  therapy  should  only  be  under- 
taken with  appropriate  patient  evaluation. 
Contraindications:  Known  hypersensitivity  to  fluraze- 
pam HCI;  pregnancy.  Benzodiazepines  may  cause  fetal 
damage  when  administered  during  pregnancy.  Several 
studies  suggest  an  increased  risk  of  congenital  malfor- 
mations associated  with  benzodiazepine  use  during  the 
first  trimester.  Warn  patients  of  the  potential  risks  to  the 
fetus  should  the  possibility  of  becoming  pregnant  exist 
while  receiving  flurazepam.  Instruct  patient  to  discon- 
tinue drug  prior  to  becoming  pregnant.  Consider  the 
possibility  of  pregnancy  prior  to  instituting  therapy. 
Warnings:  Caution  patients  about  possible  combined 
effects  with  alcohol  and  other  CNS  depressants.  An  addi- 
tive effect  may  occur  if  alcohol  is  consumed  the  day  fol- 
lowing use  for  nighttime  sedation.  This  potential  may 
exist  for  several  days  following  discontinuation.  Caution 
against  hazardous  occupations  requiring  complete  men- 
tal alertness  [eg.,  operating  machinery  driving).  Poten- 
tial impairment  of  performance  of  such  activities  may 
occur  the  day  following  ingestion.  Not  recommended  for 
use  in  persons  under  15  years  of  age.  Though  physical 
and  psychological  dependence  have  not  been  reported 
on  recommended  doses,  abrupt  discontinuation  should 
be  avoided  with  gradual  tapering  of  dosage  for  those 
patients  on  medication  for  a prolonged  period  of  time. 
Use  caution  in  administering  to  addiction-prone  individ- 
uals or  those  who  might  increase  dosage. 

Precautions:  In  elderly  and  debilitated  patients,  it  is 
recommended  that  the  dosage  be  limited  to  15  mg  to 
reduce  risk  of  oversedation,  dizziness,  confusion  and/or 
ataxia.  Consider  potential  additive  effects  with  other 
hypnotics  or  CNS  depressants.  Employ  usual  precau- 
tions in  severely  depressed  patients,  or  in  those  with 
latent  depression  or  suicidal  tendencies,  or  in  those 
with  impaired  renal  or  hepatic  function. 

Adverse  Reactions:  Dizziness,  drowsiness,  lighthead 
edness,  staggering,  ataxia  and  falling  have  occurred, 
particularly  in  elderly  or  debilitated  patients.  Severe 
sedation,  lethargy,  disorientation  and  coma,  probably 
indicative  of  drug  intolerance  or  overdosage,  have  been 
reported.  Also  reported:  headache,  heartburn,  upset 
stomach,  nausea,  vomiting,  diarrhea,  constipation,  Gl 
pain,  nervousness,  talkativeness,  apprehension,  irritabil- 
ity, weakness,  palpitations,  chest  pains,  body  and  joint 
pains  and  GU  complaints.  There  have  also  been  rare 
occurrences  of  leukopenia,  granulocytopenia,  sweating, 
flushes,  difficulty  in  focusing,  blurred  vision,  burning 
eyes,  faintness,  hypotension,  shortness  of  breath,  pruri- 
tus, skin  rash,  dry  mouth,  bitter  taste,  excessive  saliva- 
tion, anorexia,  euphoria,  depression,  slurred  speech, 
confusion,  restlessness,  hallucinations,  and  elevated 
SCOT,  SGPT,  total  and  direct  bilirubins,  and  alkaline 
phosphatase;  and  paradoxical  reactions,  e g.,  excite- 
ment, stimulation  and  hyperactivity. 

Dosage:  Individualize  for  maximum  beneficial  effect. 
Adults:  30  mg  usual  dosage;  15  mg  may  suffice  in  some 
patients.  Elderly  or  debilitated  patients:  15  mg  recom- 
mended initially  until  response  is  determined. 

Supplied:  Capsules  containing  15  mg  or  30  mg  fluraze- 
pam HCI. 
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Contemporary  HypnoticTherapy 

Dalmane*  [flurazepam  HC1 /Roche]  Stands  Apart 


Only  one 
sleep  medication 
objectively 
fulfills  all  these 
important 
criteria: 
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•Rapid  onset  of  sleep.1 

•More  total  sleep  time  on  the  first 
3 nights  of  therapy.1 

•More  total  sleep  time  on  nights 
12  to  14  of  therapy.1 

•Continued  efficacy  for  at  least  28  nights  .2 
•Seldom  produces  morning  hangover.3 


•Avoids  rebound  insomnia  when 
therapy  is  discontinued.14  ' 
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15-mg/30-mg  capsules 
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